SH

DEPARTMENT CF HEALTH AND HUVAN SERMVI CES
PUBLI C HEALTH SERVI CE

FOOD AND DRUG ADM NI STRATI ON

OBSTETRI CS AND GYNECCOLOGY DEVI CES PANEL

FI FTY- El GHTH MEETI NG

VOLUME |

Monday, Cctober 6, 1997
8:32 a.m

9200 Cor porate Boul evard
Rockvi | | e Maryl and

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666




PARTIL CIL PANTS

Gary S. Eglinton, MD., Chairperson
Eisa DO Harvey, DV.M, Ph.D., Executive Secretary

Vot i ng Menber s

Jorge Bl anco, MD.

Donal d Chat man, M D.

Thonmas Downs, Ph. D

Karen Mapl es, M D.

M chael Neunann, MD., Ph.D
Johanna Perlnmutter, MD.
CGerald Shirk, MD

| ndustry Representative

G ndy Donecus, R A C

Consunrer__Represent ati ve

D ony Young
FDA

Colin Pollard, Chief, (ostetrics and Gynecol ogy
Devi ces Branch, Center for Devices and Radi ol ogi cal

Yunk Pak

John Muirray

Brian Harvey, MD., Ph.D.
R chard Kotz

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666

Heal t h




CONTENTS

ACENDA | TEM

Meeting called to order
I nt roduction and General Updates

Colin Pollard, Chief, Costetrics and Gynecol ogy
Devi ces Branch, Center for Devices and
Radi ol ogi cal Health

Qpen Public Hearing
Nat i onal Wrren's Heal t h Net wor k

Premar ket Approval Application (P970021)

Susan Aloyan, Director of Regulatory Affairs,
Gynecare

MIt MColl, MD. Vice President and Medi cal
D rector, Gynecare

Franklin Loffer, MD.

FDA Presentation - Review of findings for the
Gynecare PNVA

Yung Pak - Preclinical

John Murray - Software

Brian Harvey, MD., Ph.D. - Qinical
R chard Kotz - Statistical

Qpen Comm ttee D scussion

Adj our nrrent

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666

PAGE

16

18

19
30

41
47
59
69

73

XX




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

PROCEEDI NGS

CHAl RVAN EGLI NTON: Ckay. Let's go ahead and cone
to order, please.

W have the sign-in sheets out front. Pl ease,
everyone, sign in. W have a large and rather robust-
appeari ng audi ence today. Mike sure that if there are any
comments that you wait until you' re acknow edged fromthe
chair and then conme to the podium identify yourself fully
and who paid your bills to get here, stay here, and tal k and
so forth.

Now we' d i ke to have the panel nenbers introduce
thensel ves. W'I| start with Dr. Blanco, opposite ne, and
then nove to his left.

DR BLANCO |'mJorge Blanco. |'mthe medi cal
director of Sacred Heart Wnen's Hospital in Pensacol a,

Fl ori da.

DR E HARVEY: Dr. Chatnman will be here in a
mnute, and we'll introduce himthen.

DR SHRK |I'mDr. Jerry Shirk. 1'ma clinical
associ ate professor at the University of Iowa and have
basically done a ot of work wth hysteroscopy.

DR DOMS. [|I'm Tom Downs, professor of bionetry,
Uni versity of Texas School of Public Health.

M5. DOMECUS: d ndy Domecus, Senior Vice President
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Ainical Research, Regulatory Affairs and Quality Assurance
at Conceptus, and |'mthe industry rep on the panel.

DR YIN I'mD. Yin. I'mwth FDA Drector,

D vision of Abdomnal, Reproductive, ENT, and Radi ol ogi cal
Devi ces.

M5. YONG |'mDony Young from Geneseo, New
York. I'meditor of the journal Birth, and I'mthe consuner
nmenber of the panel.

DR PERLMJUTTER |1'mJohanna Perlmutter. 1'man
obstetrician-gynecol ogi st at Beth Israel Hospital in Boston.

DR NEUVANN  I'm M ke Neumann. |'mfromthe
Departments of Cbstetrics and Gynecol ogy and Bi onedi cal
Engi neering at Case Wéstern Reserve University in d evel and,
Chi o.

DR MAPLES: |'mKaren Maples. |'man OB GYN
practicing at Kaiser Foundation Hospital, Bellflower,

Cal i f orni a.

CHAl RVAN EGLINTON  I'm Gary Eglinton, D rector of
Mat er nal - Fetal Medi ci ne, Georgetown University.

DR E HARVEY: |I'mHisa Harvey, a nenber of the
(bstetrics and Gynecol ogy Devi ces Branch and the Executive
Secretary for this panel.

CHAl RVAN EGLI NTON: The FDA press contact for the
day's neeting is Sharon Snyder.
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Ckay. W do have a full agenda. |If you have
comments to offer, please keep thembrief, concise, and to
the point. | understand we do have a referee within the
presenting group. VWe'Ill have no outbursts, please. Just be
recogni zed and cone to the podi um

B isa?

DR E HARVEY: Alittle bit of housekeepi ng
first. The panel nenbers should have in front of themthe
[ unch nenu, so if they could fill that out and pass that
along to the corner, then we can collect those and give them
to the person who will have your lunch ready for you at the
br eak.

| mentioned that Dr. Chatman will introduce
hi nsel f when he gets here. He'll be here shortly, and he's
t he newest menber of our panel.

| would like to read a coupl e of docunents into
the record. The first is the appointnment to tenporary
voting status.

"Pursuant to the authority granted under the
Medi cal Devices Advisory Commttee Charter, dated Qctober
27, 1990, and anmended April 20, 1995, | appoint the
foll owi ng people as voting nmenbers of the Cbstetrics and
Gynecol ogy Devi ces Panel for the duration of this panel
meeting on Cctober 6 and 7, 1997: Dr. Donald Chatnman, Dr.
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Thomas Downs, Dr. Washington HII, who will participate
tonorrow, Dr. Karen Maples, Dr. Mchael Neumann, Dr. Johanna
Perlmutter, and Dr. Cerald Shirk.

"For the record, these people are special
gover nnent enpl oyees and are consultants to this panel.

They have undergone the customary conflict-of-interest
review, and they have reviewed the nmaterial to be considered
at this neeting."”

It is signed by our Center Drector, Dr. Bruce
Bur | i ngt on.

The next statenment | would like to read into the
record is the conflict-of-interest statenent.

The fol |l owi ng announcenent addresses conflict-of-
interest issues associated with this nmeeting and i s nade
part of the record to preclude even the appearance of an
i npropriety.

To determne if any conflict existed, the agency
reviewed the submtted agenda and all financial interests
reported by the commttee participants. The conflict-of-
interest statutes prohibit special governnent enpl oyees from
participating in matters that could affect their or their
enpl oyer's financial interests. However, the agency has
determned that participation of certain nenbers and
consul tants, the need for whose services outwei ghs the
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potential conflict of interest involved, is in the best
interest of the governnent.

Wi vers have been granted to Drs. Donal d Chat nan
and Johanna Perlnutter for their interest in firns at issue
that could potentially be affected by the commttee's
del i berations. The waivers permt these individuals to
participate in all matters before the panel. Copies of
t hese wai vers nmay be obtained fromthe agency's Freedom of
I nformati on fice, Room 12A-15 of the Parkl awn Buil di ng.

VW would like to note for the record that the
agency took into consideration certain matters regarding Dr.
Johanna Perl mutter

Dr. Perlnutter reported that colleagues within her
departnent are investigators for this subject device.
However, she does not have any managerial responsibilities
over the coll eagues, nor is she involved in the study.
Therefore, the agency has determ ned that she nay
participate fully in today's deliberations.

In the event that the discussions involve any
ot her products or firns not already on the agenda for which
an FDA participant has a financial interest, the
participants shoul d excuse thensel ves from such invol venent,
and their exclusion will be noted for the record.

Wth respect to all other participants, we ask in
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the interest of fairness that all persons naking statenents
or presentations disclose any current or previous financial
i nvol venent with any firmwhose products they may wish to
conment upon.

I'd like to also note for the audi ence that
transcripts or videos will be available. The information is
on the desks out in the area out front.

Finally, any presenters to the panel who have not
al ready done so should provide FDA with a hard copy of their
remar ks, including any overheads. Yung Pak will collect
those fromyou at the podium Yung, could you stand for
everyone?

To the panel, 1'd like to note that there are a
coupl e of additional enclosures that were stuck into your
day-of folder at the last mnute. You have a tabl e of
contents that should explain everything that's in there.

CHAI RVAN EGLINTON M. Colin Pollard will now
give us a brief overview of the purpose of this panel
neet i ng.

MR PQLLARD: Thank you, Dr. Eglinton. Good
nor ni ng, nenbers of the panel, distinguished audience.

This norning before we get under way, I'd like to
just briefly give you FDA' s charge today and go over a
little bit of background material. 1'd first like to
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wel come back Dr. Downs, Dr. Perlnutter, and Dr. Maples to
the panel for this particular day--we appreciate you com ng-
-and as well as welcomng Dr. Chatnman for the first tine.

Today we have a premarket approval application for
a product called ThermaChoice. It's a uterine balloon
t her apy system sponsored by Gynecare, and | would like to
just go over a little bit about what this PVA is about and
bring you to the specific charge regardi ng the prenarket
approval application.

The uterine balloon therapy systemis designed to
treat abnormal uterine bleeding, and as we all know, it's
very inportant in dealing with this to clearly define what
we nean by abnornal uterine bl eeding--that definition
sonetines can get a little conplex--and to have appropriate
patient workup begi nning with nedi cal nmanagenent and then
turning, if necessary, to surgical nmanagenent. |n your
folders, you will see a couple of ACOG advisories in this
regard. You'll that this becones inportant as we talk
specifically about the clinical study to support such a
devi ce.

The uterine balloon therapy is one of a new kind
of device for endonetrial ablation, and specifically, there
are new design features for this kind of system The
term nol ogy you rmay hear either today or el sewhere in your
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dealings is terns |like "global" and "auto-ablative.”" This
is asystemthat is alot different fromthe kinds of

devi ces used today to do endonetrial ablation, and
specifically, it includes an intrauterine |atex ball oon
catheter and a heating el enent and achi eves endonetri al

abl ation through thermal neans. |Its clinical inplications
go to a sinpler, shorter procedure, and in particular, it
essentially elimnates the risk of fluid intravasati on and
t he consequent clinical sequel ae.

The endonetrial ablation systens used today go
back to the early, md-eighties, first with the
hyst eroscopi ¢ endonetrial ablation system The Nd: YAG | aser
fiber was described by Goldrath in 1981, and FDA cl eared the
first 510(k) for this kind of product in 1986. This device
i's used under hysteroscopi c observation where the surgeon
nmeti cul ously goes over the entire endonetrial surface. A
nodi fied resection/rollerball systemwas described by
Tucherney (?) in 1986, and the first 510(k) for this kind of
product was cleared in 19809.

These new ki nds of gl obal auto-abl ative systens
essentially are dealing with the sane indication for use,
nanely, endonetrial ablation for wonen with abnornmal uterine
bl eedi ng, but because of the design characteristics of these
devi ces, they raise new types of safety and effectiveness
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questions. And what this neans froma regul atory point of
viewis that this product type switches fromthe 510(k)
track to the PVA track.

What does this nean? Well, first of all, clinical
investigations are needed to support the prenarket approval
application, and as you know, FDA tries to work with
manuf acturers starting as early as possible, beginning
usually with what we call pre-investigational device
exenption applications where we ook at prelimnary clinical
trials.

In parallel with that, we al so convened our panel
back in Cctober of 1995 to essentially | ook generally at
this area and generally at the kinds of clinical studies
that woul d be needed to show safety and effectiveness for
this product, and in particular, we |ooked at draft |DE
gui dance, and this gui dance woul d be intended to spell out
the requirenents for both initial studies for safety as well
as subsequent studies that woul d essentially establish the
safety and effectiveness of the device for a prenarket
approval application.

At this point, | would like to just do a coupl e of
acknow edgnents. First of all, 1'd Iike to Donna-Bea
Tillman. Dr. Tillman, who is a bionedi cal engineer in our
G fice of Device Evaluation and now is an acting branch
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chief in a different branch, for the three years she was
with the branch this was one of her primary work objectives
in working on the guidance for this kind of product and the
reviewcriteria. 1'd also |like to acknow edge Dr. Barbara
Levy and Dr. M ke D anond fromthe panel who are not with us
today. Together with Dr. Tillman they essentially wote the
gui dance docunent that we're working with today that the
panel | ooked at in Cctober and was finalized shortly after
that. And, finally, 1'd |like to acknow edge Dr. Shirk,
Jerry Shirk, who came to our Cctober neeting as a guest
speaker, is now a consultant to the panel, and was engaged
on this PVA as wel |

I'd like to turn to that gui dance docunent for a
nmonent. You have a copy of it in your folder. It was
finalized a few nonths after our panel neeting in Cctober
'95, and in particular, it deals with the issue of the
device design itself, in particular the safety profile for
that kind of device, at the initial safety studies where we
studi ed pre-hysterectony patients to | ook at the thernal
effect of these devices, the pilot effectiveness study, and,
finally, the pivotal safety and effectiveness study that
woul d support a PNA

In that pivotal safety and effectiveness study,
t he gui dance docunent points to the inportance of carefully
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defining the primary outcone neasure, the inclusion and
exclusion criteria, and nethodol ogi cal details, including
statistical power, the study size, pre-treatnent, if any,
and the length of followup. In particular on the |length of
fol |l ow up, the panel had recomrended a one-year followup in
a premarket situation followed by a two-year followup in
t he postmarket setup. And, lastly, the guidance documnent
speaks to the protection of human subjects, including
i nformed consent and institutional review board approval.
Today's PVA requires that the panel consider--
sorry. A couple of other points about the PVA today is this
is afirst-of-a-kind device. |In particular, we have never
reviewed a thermal endonetrial ablation system especially
one that is sort of a global auto-ablative system 1'd |ike
to point out that the overall study plan seens to conformto
t he gui dance docunent that the panel and FDA drew up. And
FDA put together a PVA review teamthat focused on both
har dwar e conponents of this device, the software, which is a
key el enent to nmaking the systemwork properly, and the
appropriate clinical and biostatistical conponents as well.
The panel recommendation, as you know -and E isa
will go over with you later--needs to take the form of
ei ther an approval, an approval with conditions, or not
appr ovabl e.
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PMAs, as you know, need to be based on valid
scientific evidence, in particular, well-controlled studies,
al though the panel is also able to | ook at partially
controll ed studies, studies in objective trials w thout
mat ched controls, as well as case histories and reports of
significant human history. And in considering a PVA the
panel needs to consider both the safety and the
ef fectiveness of the device.

The regul ation for PMAs: Defined safety is when
t he probabl e benefits outwei gh the probable risks, when the
device is used according to its labeling. And it defines
ef fectiveness as when the device produces a clinically
significant result, again, when the device is used according
to the labeling. And | highlight that aspect of |abeling
because that beconmes a very inportant part of both how you
ook at this device today as well as how the device is
marketed if it is approved.

So just real briefly, I'd like to go over the
agenda for today. W begin with the open public hearing.
The sponsor then will nake a presentation of the PMA W at
FDA will present our review findings after |looking at this
PMA, and the panel deliberations would then begin. And
there will be an opportunity at the Chairperson's discretion
for sponsor and audi ence comrent to the panel discussion.
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And, finally, we will present discussion questions that FDA
staff have prepared to help facilitate the panel

del i berations, and the panel wll finally nake a
recommendati on on the PNVA

Thank you. Are there any questions?

[ No response. ]

DR E HARVEY: Thank you, Colin.

Before we go on, 1'd like to introduce the newest
menber of our panel. Hs nane is Dr. Donald Chatman. Dr.
Chatrman is from Chi cago, Northwestern Menorial Hospital, and
|'msure he's going to be a valuable addition to our panel.

Dr. Chatnman, we've just gone through some
introductory comrents fromColin Pollard, who's the branch
chief for the Cbstetrics and Gynecol ogy Devi ces Branch.

The next step is for our open public hearing. At
this time we have testinony fromthe National Wnen's Health
Network. The testinony will be read by our consuner
representative, D ony Young.

D ony, why don't you go to the podi un? Thank you.

M5. YOUNG This statement is fromthe National
VWnen' s Heal th Network:

On behal f of the 13,000 individual and 300
organi zational nenbers of the National Wnen's Health
Net wor k, thank you for the opportunity to share our thoughts
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about the ThermaChoi ce uterine balloon therapy for treatnent
of nmenorrhagia. The Network accepts financial support from
nei t her drug nor devi ce conpani es.

The Network has had the opportunity to neet with
Gynecare, the device's sponsor, and to reviewthe results
fromthe nmanufacturer's clinical studies. During the FDA' s
1995 neeting to devel op guidelines for testing devices to
performendonetrial ablation, we recomrended that studies of
endonetrial ablation devices nust be well controlled,
random zed, and enroll a substantial nunber of wonen.

Based on our review of the trial data, we believe
that the ThermaChoi ce device is safe and effective in the
treatment of menorrhagi a, or excessive nenstrual bl eeding,
and we urge the panel to recommend its approval. The
uterine ball oon therapy reduced the nunber of wonen who
experi enced excessive bl eeding and reduced the nunber of
women who experi enced anem a.

Further, women who recei ved the ball oon therapy
were highly satisfied with its results and reported that
after the procedure, nmenstruation had little or no effect on
their daily lives. As inportantly, the uterine balloon
therapy had few or no known adverse effects when conpared to
the surgical ablation procedure.

The Network would like to see information on five
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patients who were anesthetized and avail able for safety
anal ysi s, but who appear not to have received the balloon
therapy. W're sure that the Coomttee has taken note of
this as well, and we wel cone any data the conpany can
provide which will give us nore infornmation about these
patients. Overall, we comrend the sponsor for conducting a
wel | -desi gned, well-controlled, multi-center trial

The Ther maChoi ce uterine ball oon therapy appears
to be a safe and effective, viable option for the treatnent
of excessive nenstrual bleeding. The Network urges the
panel to recommrend that it be approved for use in treating
menorrhagia. Thank you for the opportunity to share our
perspective w th you.

CHAl RVAN EGLI NTON Thank you.

I's there any other commrentary fromthe public?
This was all we had on the agenda.

If not, we can nove directly to the PVA by the
sponsor .

M5. ALOYAN Good norning. |'m Susan Al oyan, the
Drector of Regulatory Affairs at Gynecare, which is a
medi cal device conpany in Menlo Park, California. The focus
of our conpany is on the treatnment of uterine disorders.
Today we' || be di scussing our nain product, ThernaChoice
Werine Balloon Therapy System The device is currently
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marketed in over 30 countries worl dw de.

| would like to take a few mnutes and introduce
the people we have with us today. W have four of our
clinical study investigators with us: Dr. David Gainger,
associ ate professor, Departnent of OB-GYN, University of
Kansas; Dr. Franklin Loffer, associate professor, Departnent
of (B-GYN, University of Arizona; Dr. Tanya Spirtos,
clinical instructor, Departnent of OB-GYN, Stanford
Uni versity School of Medicine; Dr. John Steege, professor,
Departnent of OB-GYN, chief, Dvision of GYN University of
North Carolina School of Medicine.

Al so from Gynecare we have today with us Dr.
MIton MColl, vice president and nedical director; nyself,
Susan Al oyan; and Laura Pendl ey, manager of clinical
affairs.

Fol l owi ng ny introduction, we will have a short
vi deo of Gynecare's ThernaChoi ce uterine balloon therapy
device. After the video, Dr. MColl wll continue with a
description of the device and the safety features of the
device. Then Dr. Franklin Loffer will be speaking about the
IDE efficacy results. W will conclude our discussion with
a brief sumary by Or. MColl.

Once again, the product we'll be discussing today
is Gynecare' s ThermaChoi ce uterine balloon therapy, which is
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a treatnment for excessive nenstrual bl eeding due to benign
causes in wonen for whom chil dbearing is conplete.

Thank you.

[ Vi deot ape shown. |

DR MCOL: &od norning. M nanme is MIt
MColl, and I'mthe nedical director for Gynecare, and |'ve
had the good fortune of being involved with this device
essentially since its concept with Gynecare itself over the
| ast four or so years and have been involved with the PVA
process fromthe very begi nning when we did the origina
protocols working with the FDA

As Dr. Loffer has just described in the video,
currently there are four treatnment options available to
wonen wWith nmenorrhagia in the United States today. Medica
therapy is typically the first line treatnent, but in nany
wonen it is not effective nor well tolerated. Even though
D&C is a sinple and safe procedure, it's not considered an
effective long-termtreatnment for uterine bl eedi ng.

In contrast, hysteroscopic endonetrial ablation
has been shown to be a very effective treatnent, but due to
the fact that it's technically difficult to performand can
create significant safety issues, it has never been adopted
by the nai nstream gynecol ogi st s.

Even though it has been around for al nost 10
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years, it's currently estimated that only about 20, 000
endonetrial ablations are being performed annually in the
United States. MNow, this conpares to about 650, 000

hyst erectom es perforned annual ly, of which as many as 20 or
30 percent woul d be good candi dates for abl ation.

Qurrently, a significant gap still exists in this treatnment
chai n.

Now, what this really neans is that if you are a
wonman today in the United States and your gynecol ogist is
not one of those 10 percent or so gynecol ogi sts who
routinely perforns endonetrial ablation, thenit's very
likely that you will only be offered these two options:
medi cal therapy or hysterectony. Long term this is not an
acceptabl e situation, and a sinple yet effective therapy is
still very nmuch in great denand.

Now, in July of 1996, the New Engl and Journal of
Medi ci ne published an article by Adam Magos(ph) and Hugh
O CGonnor out of the Wnited Kingdomon the |ong-termefficacy
of endonetrial ablation. In the sane issue of the Journal,
an editorial entitled "Alternatives to Hysterectony for
Menor rhagi a" stated that these findings confirmthat
endonetrial ablation is an effective treatnent for
menorrhagia. The editors then went on to say, and | quote,
"A though the work of O Connor and Magos supports the
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substitution of endonetrial ablation for hysterectony, it's
only a matter of tine before ablation is superseded by | ess
i nvasi ve procedures such as bal |l oon heating."

Now, this is what the current uterine balloon
t herapy system|ooks like today. It consists of a steel
catheter with a balloon on the distal tip. The catheter is
connected to the controller which has the software and the
hardware for the system During a procedure, the catheter
is inserted through the cervix into the uterus and filled
with a snmall volune of dextrose in water, 5 percent dextrose
in water. nce an adequate pressure is achi eved, about 160
to 180 mllinmeters of nercury, the device is activated by
sinply pushing a button.

On the front panel of the controller, the
pressure, tenperature, and the therapy tine are displ ayed.
At the end of the 8-mnute treatnent, the device is
automatical ly deactivated and the procedure conpleted. The
fluid is then renoved fromthe ball oon and the catheter
renoved.

I'd like to take just a nonent or so and gi ve you
a brief history of the devel opnment of the device. The
concept of balloon endonetrial ablation was originally
devel oped by Dr. Robert Neuw rth out of Col unbia University
in New York. A renowned hysteroscopic surgeon, Dr. Neuwirth
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was the first person to publish on the use of the

resect oscope for uterine surgery. It was during that time
that Dr. Neuwirth realized that the resectoscope woul d be a
very difficult tool for nost gynecol ogists to naster and
decided to work on devel oping a sinpler, safer nethod to
performendonetrial ablation.

Al nost 10 years ago, in 1988, Dr. Neuwirth
initiated the first bench and hysterectony studies for the
device. Following that, he teaned up with Professor Singer
in the United Kingdom and ot her investigators and conpl et ed
a pilot study of 18 cases. Both of these studies were
eventual |y published in the G een Journal.

Follow ng that, Dr. Haber and Dr. Vilos in Canada
perfornmed petri studies to evaluate the best efficacy for
the device and different pressure settings. Then
eventual ly, in 1994, a large-scale international nulti-
center study was designed. This included 14 clinical sites
in seven countries, including Canada, Australia, United
Ki ngdom and other countries in Europe. In total, alnost
500 cases have now been perforned in clinical studies with
simlar clinical protocols.

Anong these studies, there have been no
i ntraoperative conplications and a 3 percent post-operative
mnor conplication rate. These rates are very simlar to
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the results that you' |l see that Dr. Loffer will be
presenting later. In addition, we have conpl eted over 3,000
cases internationally w thout a significant conplication.

Now, these are the device paraneters that have
been used for nost of the studies as well as for the U S
| DE studies that we're going to be discussing soon. Each of
t hese study paraneters have been specifically determ ned
based on the previously discussed clinical and bench data.
For instance, the pressure setting of 160 and 180
mllimeters of nercury was originally determned follow ng a
review of the literature to ensure that the pressure setting
was in a safe range as well as incorporating some of the
work by Dr. Vilos on optinal pressure settings.

The 8-mnute treatnent tine was determ ned based
on Dr. Neuwirth's early hysterectony work and was | ater
supported by 16-m nute hysterectony data studies by Dr.
Anderson in Denmark, who determ ned the device could be
safely used for an extended treatnment period.

In determning the tenperature settings, Dr.

Neuwi rth recomrended t he hi ghest tenperatures attainable
wi thout the fluid vaporizing or boiling, particularly if
used at high altitudes. So 87 degrees was sel ect ed.

Fi ve percent dextrose in water was the fluid
chosen, mainly because it's relatively inexpensive and it's
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readily available in a sterile formin nost operating roons.
And, lastly, the dianmeter of the catheter was determned to
be 5 mllinmeters or less so that it would not require
dilation of the cervix during insertion.

Now, as you can probably tell by now, in designing
this systemsafety was used as the nunber one criterion.

Ext ensi ve testing was done both on the design and on the
devi ce t hroughout the devel opnent period and prior to
clinical testing. For safety reasons, the device cannot be
activated until the catheter has been filled with fluid and
a mninmnumthreshol d pressure i s reached.

For exanple, in the unlikely event that the
catheter were to perforate the uterus, the balloon woul d not
be in a confined space, and this threshold pressure could
not be reached.

In addition, the controller continuously nonitors
the pressure and the tenperature of the device. |If at any
time during the procedure the pressure or the tenperature
are outside the nornal operating range, the device will
autonatically termnate and the procedure--the device wll
deactivate and the procedure will term nate.

Fai | - saf e mechani sns have al so been built into
both the hardware and the software. For instance, instead
of just one thernocouple on the heating el enent, there's
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actually two thernocoupl es | ocated inside the balloon. The
algorithmof the software is such that not only is the 87-
degree tenperature neasured, but the two tenperatures of the
two thernocoupl es are conpared agai nst each other. So if
one of the thernocouples wasn't working, again, the device
woul d i mmedi atel y deacti vate.

Lastly, the balloon itself was designed to
m ni mze any chance of balloon rupture. First you nust
understand that the balloon inside the uterus acts very nuch
like the tire tube inside of atire. In other words, the
pressure is not really being held by the balloon; it's being
hel d by the surrounding uterus. |In addition, in order for a
bal | oon rupture to occur, the balloon nust be under
significant tension during the procedure.

As you can see here, the balloon is actually
desi gned much larger than the uterus itself, than uterine
vol umes. Typical uterine volunes during our procedures were
shown to be in a range of about 8 to 15 cc's. So even at
t he maxi mum bal | oon vol unmes of our recomrended procedures of
30 cc's, the balloon itself is not under tension.

In this slide, we've actually taken the ball oon
and inflated it with nore than 10 tines the recomended
volunme, and you can it wi thstands the pressure very well.

Now, even if a balloon rupture did occur, an
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ani mal study in which the balloon was intentionally ruptured
w th scissors indicated that the device would, first,

i mredi ately deactivate as anticipated; that the fluid woul d

exit through the path of |east resistance, which is through

the cervix; and that due to the high blood flowto the area,
there was no injury noted on histol ogi cal exam nati on.

Now, follow ng conpletion of these early clinical
studi es, we approached the FDA in 1994 regarding the
marketing of this device in the United States. At that time
we were inforned that this product woul d be subject to the
prenmar ket approval process. So working closely with the FDA
at that tine, we submtted an IDE feasibility study
protocol, which was eventual |y approved in early 1995. That
study was then conpleted in Qct ober of 1995.

The investigators involved with that study were
Dr. David Gainger and Dr. John Steege, who are both here
with us this norning. The objectives were: nunber one, to
identify the distribution of thernmal effects on the uterus,
and in particular, to see if there were any thernmal changes
on the serosal surface that mght affect surroundi ng
viscera. In addition, we quantified the depths of
endonetrial destruction and identified any conplications
t hat m ght occur.

So essentially what we did during this feasibility
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study was during a |aparotony for a hysterectony, abdom nal
hyst erect ony, thernocoupl es were placed at different places
on the uterus, including five around the serosal area and
into the nyonetriuminto the endonetrium The bal |l oon
catheter was then inserted and inflated with fluid and the
devi ce acti vat ed.

Now, for this feasibility study, we treated eight
patients, and one patient was used as a control. In that
patient, the device was actually inserted but not turned on.
Al patients had to nmeet specific inclusion and excl usion
criteria. Followi ng the |aparotony for hysterectony, 12
t her nocoupl es were placed in strategi c places throughout the
uterus, the balloon catheter was placed and filled with
fluids, and the 8-mnute treatnent cycle was conpleted. The
catheter was then renoved, the hysterectony conpl eted, and
t he speci nen sent to pat hol ogy.

Now, this graph represents the average serosa
tenperatures during the UBT therapy system The X axis
represents the treatnent tinme through 8 mnutes; the Y axis
represents the tenperature in degrees Cel sius.

As you can see, this blue line represents the
control unit, the average tenperatures, serosal tenperatures
in the control, that one control that we discussed earlier
As you can see, there was no rise. Those are very stable
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t enper at ur es.

I n conparison, the serosal tenperatures rose very
nodestly, only about 2 degrees Celsius, during the 8-mnute
cycle. Interestingly, this data corresponds very well with
the data that Dr. Anderson in Dennark, as | nentioned
earlier, had done with 16-mnute treatnments whi ch showed
that this plateaued out at about 4 mnutes and stayed
consi stent throughout the 16-mnute treatnment tine. The
device certainly was not creating too much heat on the
serosal surface which mght injure surroundi ng viscera.

Now, this is a typical hysteroscopic view of what
the uterus | ooks like prior to endonetrial balloon ablation.
As you can see, it's a normal |ooking uterine cavity, and
the endonetriumis very viable and pi nk.

This is a typical post-treatnment procedure using
the ball oon therapy system You can see the endonetriumis
wel | coagul at ed and bl anched.

Now, follow ng the hysterectony, as | nentioned,
the uterus speci mens were taken to pathol ogy and gross
hi st ol ogi cal examwas | ooked at. First of all, you can see
on this gross ook that the endonetriumis uniformy
coagul at ed t hroughout, where the cervical area is spared.

In addi tion, histologic examnations occurred. W took
slices of these tissues and | ooked under hi stol ogi cal
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exam nation and noted that the injury was uniformthrough
the endonetrium through the basal layer, and into the
nyonet ri um

So, in conclusion fromthe safety study, we
concl uded that the balloon systemwas sinple to perform as
we expected. There was a mninmal rise in serosal
tenperatures. There was uniformdestruction of the
endonetri umthrough the basal |ayer and into the nyometrium
Most inportantly, there were no conplications fromit, and
it allowed us to feel confortable working forward with the
FDA to develop an I DE efficacy trial

At this time I'mgoing to have Dr. Loffer present
the results fromour efficacy study. | would |like to nake
one coment about the data that we are presenting today. At
the time that we put together the information that we've
included in the package for you, we had about 85 percent of
our one-year data conplete. W had conpleted all followup
on--six-nmonth followup on all patients, and 85 percent of
the patients had conpleted their one-year followup. As of
t oday, we have conpleted all the one-year data on these
patients.

Now, the data we will present with Dr. Loffer
today will be just the 85 percent data that we submtted to
you about six weeks ago. In addition, there is one
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correction. In talking with the FDA over the | ast couple of
days, they have asked us to nmake one adjustnent to the
success rates. Two patients--one patient in the balloon
group and one in the rollerball group--had had
hysterectom es for nenorrhagia, and both of those patients
have now been added back to your data for success rates, as
well noted in the slides here, and those patients are now
considered failures in that group.

So at this tine, 1'dlike toinvite Dr. Loffer up
to speak on the efficacy data.

DR LOFFER  Thank you, Dr. MColl.

Menbers of the panel, |adies and gentlenen, |'m
Franklin Loffer. M travel and expenses to attend this
nmeeting were paid for by G/necare. |'mone of their
investigators, and |I'ma menber of their Medical Advisory
Comm tt ee.

The objectives of this study were to identify any
conplications or adverse events that mght result fromthe
use of the UBT system It was also to evaluate the safety
and effectiveness of UBT and to conpare it against the
roll erball endonetrial ablation nmethod. Qur prinmary
endpoints were diary scores, both pre- and post-treatnent.
Qur secondary endpoint was a quality-of-life measurenent.

Two hundred and seventy-five patients were
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random zed at 14 clinical sites--two in Canada and 12 in the
United States. At each site, patients were stratified by
age, either over or under 40, and then random zed to either
the UBT or the rollerball. D ary scores were obtained at
baseline, 3, 6, and 12 nonths, and quality-of-life's were
obtai ned at baselines, 6 nonths, 12 nonths, and wll be
followed for 2 and to 3 years.

Qur study sites were geographically distributed
over this country and Canada. They were conposed of
individuals in university settings and in private practice
settings. Al of the hysteroscopists in this group were
experienced in the rollerball technique.

Qur inclusion criteria were patients who were at
| east 30 years of age and were pre-nenopausal. They had to
have had a docunented 3-nonth history of nmenorrhagia. They
had to have had a docunented failure of nedical therapy.
Their chil dbearing had to have been conpleted. A biopsy of
the lining of the uterus and a Pap snmear were negati ve.
Werine sizes that were included were 4 to 10 centi neters,

and patients were required to have a diary score of at |east

150. In the scoring systemthat we used, 100 was equal to
nmenorrhagia or roughly a blood loss of 80 mlliliters per
cycl e.

The scoring systemthat we used was H gham s,
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published in the British Journal of Cbstetrics and

Gynecol ogy in August of 1990. It was a visual scoring
systemthat was validated. W required specific pads to be
used to do away with the vari abl e of absorption.

Exclusion criteria were septate or bicornuate
uteruses. The heating elenment of the catheter, if it fel
on one side or the other, would not allow treatnment of the
opposite side, although fibroids, small fibroids and those
that are primarily intramural nost likely could be treated.
For the sake of clarity, some uterus fibroids were excluded.
Patients could not have a genital or urinary tract
infection, nor any pre- or nalignancy, sensitivity to |atex,
or previous endonetrial ablation.

There was no timng of the cycle. They could be
done at any time during the nenstrual cycle. There was no
hornonal pre-treatnment used to thin the endonetrial surface.
There was a 3-mnute pre-procedural suction curettage
designed--or built into the study to nake endonetri al
ablation by the rollerball sinpler. The anesthesia was
determned solely by the investigator after discussion with
the patient. Balloon ablation was done for 8 mnutes, and
the techniques for rollerball were done using standard
equi pnment and st andard techni ques.

Looki ng at the denographics, there was no
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statistical difference between groups. Ages, nean basa
diary score, which I would point out were really quite high
at 500--and if you recall, our inclusionary criteria was
150, nmenorrhagia with this systemdenonstrated at 100. Some
of these patients actually were in the several thousand in
their scoring.

The obesity was simlar between groups. The years
of menorrhagia were simlar. These patients all had | ong-
standing nenorrhagia, 9.9 to 10.1 years. The henogl obi n
levels were simlar. Werine cavity length was the sane,
simlar, and the days of bl eedi ng.

Further, race, the position of the uterus in the
pel vis, the presence or absence of prenenstrual synptons,

t he degree of dysnenorrhea, and the inability to work
outside of the hone because of heavy bl eedi ng were
statistically the same in all groups.

The intent-to-treat group, there were 275 patients
that were random zed. Safety eval uabl e group dropped to 260
who were actual ly anesthetized. By and large, the 15
patients who dropped out did not want to participate in the
study. There were five patients that were anesthetized but
not treated. One of those was in the rollerball group. She
was not treated because of a perforation that occurred.
There were two patients, one in each group, who were
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identified to have a subrucous fibroid which was
exclusionary criteria. There were two patients who were not
treated in the uterine balloon therapy group. The reasons
that they weren't treated was that 30 cc's of D6Wwas pl aced
in the catheter, and the pressures required to activate the
systens could not be achieved, and, therefore, the procedure
was not carried out.

O the 255 patients that were treated, our 6-nonth
efficacy nunber is 245, and as Dr. MColl told you, today we
wi Il be discussing the one-year efficacy eval uabl e group,
207 patients, which is 85 percent of our total patients that
we can eval uate.

Looki ng at the device-rel ated adverse events, they
were prinmarily in the rollerball group. There were no
i ntraoperati ve adverse events in the UBT group. In the
rollerball group, there was one uterine perforation, two
fluid overl oads, and one cervical |aceration.

Post - operative adverse events in the UBT group
there were three endonetritises, one urinary tract
infection. There was one patient who had post-coital
bl eeding. In her workup, she had a cervical polyp and was
identified to have chronic endonetritis. |It's questionable
whether this was related to the UBT therapy, but it was
i ncl uded as an adverse event.
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In the rollerball, there was an endonetritis,
hematonetria, and a post-ablation tubal sterilization
syndr one.

Looki ng at the types of anesthesia, these were
determned by the investigator in conjunction with the
patient. There woul d appear to be a predisposition to use
general anesthesia for the rollerball and | ess anesthesia
for the balloon patients. E ghty-four percent of the
rollerball patients had general anesthesia. Only 53 percent
of the UBT patients had a general anesthesia. 1|V sedation
par acervi cal block, regional, and others all showed a trend
toward | ess anesthesia with the ball oon system

Looki ng at the issue of post-operative pelvic
cranping, this was within 48 hours. There was nore cranpi ng
in the balloon system This is statistically different from
what the rollerball group showed, but | would enphasize it's
not a clinical difference. Al of these patients were
di scharged hone on the sane day. None were kept overnight.

This is not an easy slide to evaluate for severa
reasons. ne, there was no consi stency of anesthesia
bet ween these groups. Secondly, there was not a standard
protocol for managing pain in the post-operative period.

And, thirdly, the figures that are shown here were derived
fromthe adverse event sheets that the study nonitors, study
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coordinators kept track of. These were not patient ratings.
These were done by an observer. So there is statistically
significant difference, but there certainly is not a
clinical difference.

Looki ng at procedure tines, there is a
statistically significant difference between the balloon and
the roller technique. | frankly woul d have expected this to
have been larger. However, |ooking at the fact that all of
the investigators in the rollerball had been doing this for
a long period of tine, were experienced, their operating
roomstaffs were experienced, probably accounts for--even
though statistically different, nmaybe not a greater group
W all had a | earning curve when we were doi ng the ball oon
t her apy.

This slide is the prinmary endpoint of this study,
probably the nost inportant slide |I'mgoing to be show ng
you. A couple of things I'd want you to understand: Recal
that this is 85 percent of our one-year efficacy eval uation.
At six nmonths, these are the sane patients. This is the
sanme 85 percent that we're going to conpare at one year. SO
they are the same patients bei ng conpared agai nst
t hensel ves.

There is virtually no change, di m nishing of
effect of the efficacy of this procedure fromsix nmonths to
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12 nonths: 78.9, 81.6, 85.7 intheroller, to 85.7. It's

inportant to realize that, in |ooking at the very sane
patients, there doesn't seemto be any trailing off. W
have the sane consistency. Therefore, the one-year success
rate percentage difference of negative 4.1 percent, a 95
confidence interval, the range is negative--ranges from
negative 14.1 to 5.9. This was well within the study
criteria as established for this study.

The other point that | would remnd you of,
menorrhagi a by the scoring systemused was 100. To nake it
nore difficult to achi eve success, we defined success as 75
or |ess.

The FDA asked us to | ook at success rates rel ated
to the patient's age. | assune this was because it's the
general clinical inpression of gynecol ogists that ol der
patients are nore easily treated and achi eve better results
t han younger patients. The aggregate nean, the bar graphs
that | showed you in the preceding slide, shows 85.7 percent
inthe rollerball and 81.6 percent. There is a considerable
consistency in the balloon group: 81.6 up to in the greater
than 40 and down to in the [ ess than 40.

The real variability inthis slideis in the
rollerball group. The aggregate nean for all ages, 85.7,
dropping down to 80.8 in greater than 40 and going up to
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91.3 in the less than 40.

| think there is--1 have a suspicion if you | ooked
at ot her age groups, you would not have seen this
variability. | as a practicing gynecol ogi st doing a | ot of
rollerballs don't see in ny own hands--and | don't really
believe that ny patients at the age of 40 do poorer than do
those patients that are younger than 40, and that's what
this graph suggests. But bear in mnd you' re | ooking just
at an arbitrary figure of 40 years of age.

| think further to enphasize that that's probably
a statistical aberration is when you | ook at the nean
percent age decrease in diary scores--this is the aggregate
mean at one year--you see very little change in either
group. So the nean percentage decrease in diary scores
changes very little | ooking at age greater than 40 or |ess
t han 40.

Looki ng at quality-of-life issues, our secondary
endpoi nt, satisfaction rating was great: 86.9 and 87.4
percent. Patients were very satisfied with the results
they've obtained. | think it's interesting, if you |l ook at
our failure rates, as defined by the very strict criteria
that were set up, you see approximately a 14 percent, quote,
failure rate in the rollerball and about 18 percent in the
thermal bal | oon system And even though there was 14
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percent in each group that technically failed, at |east by
the criteria that we used, only 4.7 and O percent were

dissatisfied with the procedure. You could have had a 90
percent reduction in menstrual flow and still have fail ed.

Looki ng at dysnenorrhea, the vast majority of
patients had a decrease in dysnmenorrhea. There were sone,
roughly a quarter, that had no change. Very few patients in
ei ther group showed an i ncrease.

Wth regard to the inability to work outside of
t he hone due to heavy nenstrual flow, over a third in each
group were unable to | eave the house. This dropped down to
a very small nunber in each group.

It would appear that this is a valid study. Both
t echni ques achi eved significant reduction in nenstrual
bl eeding and a significant inprovenent in quality of life.
And the nost inportant thing is the results appear to be
stabl e and consi stent over tine.

Thank you very much

DR MCALL: Thank you, Dr. Loffer.

Vell, just to briefly sunmari ze our presentation,
| ooki ng back at the treatnment options available for
menorrhagia, clearly hysteroscopic endonetrial ablation is
actually an excellent procedure, particularly if done in the
hands of an experienced hysteroscopi ¢ surgeon. But,
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unfortunately, in the United States today, nost wonen really
do not have access to that technol ogy, at |east not a
majority of them So there still is a significant need for
a sinple, effective treatnment, safe and effective treatnent.

Going back to the history of Dr. Neuwirth in 1988
and all the work that we've done since that tinme, there is
now a very long history with nany, nmany studi es that have
been conducted on this device as well as |arge vol unes of
data. | think the PVA itself was 10,000 pages that we put
together for this particul ar device.

In addi tion, there have been no significant
conplications with the device. 1It's now been used in over
3,000 patients worldwide. And, lastly, as Dr. Loffer just
showed, mnultiple studies, including the |IDE study, show that
the device is very consistent over tinme, sonme of the
international studies now going out two and three years
showi ng the sane consistency of results.

So today we believe that the uterine balloon
therapy is a safe procedure. W believe it's an effective
procedure and that it's a viable alternative to rollerbal
and hysterectony in properly selected patients.

Now, | would like to just enphasize the part on
properly selected patients. W're very sensitive to the
FDA' s concerns about nmaking sure the right patients are
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treated, so we have put together a training programfor our
physi cians to use when this device is hopefully approved
eventual ly soneday. | didn't mean to say it that way.

[ Laught er. ]

DR MCOL: Anyway, as far as our indications for
use as listed here, the ThernaChoi ce balloon systemis a
treatnment for excessive nenstrual bl eeding due to benign
causes in wonen for whom childbearing is conplete. The key
contraindications are a patient who is pregnant or wants to
becone pregnant; a patient who has a history of |atex
allergy; a patient wth a known or suspected di agnosis of
cancer, particularly of the reproductive tract; any
anatom cal or pathologic condition in which a severe
t hi nni ng or weakness of the nyonetriumcould exist; lastly,
an active genital infection.

So that concludes the presentation fromthe
conpany side. W thank you for your tine this norning.

CHAl RVAN EGLI NTON W' re thankful Iy runni ng
ahead. W're scheduled at this point to have a break. Is
t here anyone on the panel who demands a break? Can we press
f orwar d?

Ckay. W'll go on with the FDA summary. Yung
Pak?

MR PAK ood norning. M nane is Yung Pak, a
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nmechani cal engi neer and | ead reviewer for the PVA before you
t oday.

Next slide, please.

' mgoing to introduce FDA staff who hel ped
reviewng this PMA Steve Retta and nyself reviewed the
engi neering portion of the PMA including nechanical failure
and thermal analysis. Kathy Daws-Kopp revi ewed the
el ectrical safety and el ectromagnetic conpatibility of the
device. John Miurray reviewed the software docunentation.

Dr. Brian Harvey reviewed the clinical study, and R chard
Kotz reviewed the study design and statistical analysis of
the clinical study.

Next slide.

And the follow ng people are the other FDA staff
who hel ped reviewing this PMA As you can see, we utilized
all the necessary people to assess the safety and
ef fectiveness of the device.

Next slide.

This summari zes an overall view of the FDA
presentation. 1'magoing to spend about 15 m nutes
di scussing the preclinical study, including toxicol ogy,
sterilization, and engi neering analysis. Next, John Mirray
is going to spend 10 mnutes di scussing the software because
it plays a very inportant role for the device's function.
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Then Dr. Brian Harvey will spend 10 m nutes di scussing
clinical reviewfindings. Finally, Rchard Kotz will spend
10 mnutes discussing the statistical analysis.

Next slide.

Since the sponsor went over the device description
and operating principle, I will go over safety features of
t he devi ce because they play an inportant role in preventing
sonme of the potential hazards. The device can be only
activated when the balloon pressure is 150 nm of nercury.

It is recommended that the pressure be stabilized for at
| east 30 seconds and the recommended operating pressure is
bet ween 160 to 180 mm of mercury.

The software nonitors the tenperature and pressure
and directs the heater to shut off in case the operating
paraneters are outside the boundary. As you can see, if the
hi gh tenperature is higher than 95 or |ower than 75
Centigrade, it shuts off the heater. |If the pressure is
hi gher than 210 or | ower than 45, the heater shuts off.
There are warning alarns at different tenperature and
pressure settings to alert the users.

Next slide.

There is an electrical heater circuitry that cuts
off the heater independent of the software. The heater
circuitry has vol tage sense, current sense, and heater on
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time sense circuits. The mcroprocessor normnally generates
electronic signals to the heater circuit to control the
tenperature, and if there are no signals fromthe

m croprocessor, the circuit will turn off the heater in
seconds.

Next slide.

This summari zes the overal |l engineering strategy
we took to reviewthe PVMA. W anal yzed each devi ce
conponent for any potential failures. W also |ooked at the
whol e systemfor its potential failures. W then identified
potential hazards that may occur w th conponent failures.

VW reviewed all the bench testing the sponsor provided to
see whether the tests are done properly and adequately. W
al so studied what will happen when the software fails and
see whether there are any hardware backups. Finally, we

| ooked at human factors to see if the device is user
friendly.

W focused on failure analysis for the foll ow ng:
t he bal | oon, thernocouple, heating el enent, pressure sensor,
reliability of the hardware, software control, electrica
safety, electromagnetic conpatibility, and nmaterial safety.

Next slide.

This drawi ng shows the distal end of the catheter
where the balloon is |located. As you can see, Itemlis a
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bal l oon. Wthin the balloon is nunber two, which is the
heating elenent, and it's surrounded by two thernocouples in
I[temNo. 3, top and bottom

The balloon is located at the distal end of the
catheter and attached to the catheter tube with suture
wi nding and glued with a sleeve. W evaluated the follow ng
bench testing for the balloon strength and design
validation. The | eakage test is being done by the sponsor
on each manufacturing ot for quality assurance purpose.

Next slide.

For thernocoupl e anal ysis, we reviewed the
t her mocoupl e specs for its accuracy and response tine. W
reviewed the bench testing, confirmng the accuracy of the
t her nrocoupl e, and conpari ng tenperature accuracy to ot her
types of thernocouples. There is a backup thernocouple in
case of primary thernocouple failure, and the software
nmonitors the tenperature and shuts the systemdown if the
tenperature i s outside the boundary.

Next slide.

V% | ooked at the design of the heating el ement
which is a resistance wire wapped around the ceramc core.
The software nonitors the tenperature of the heater to see
if there are tenperature changes and shuts off the heater if
the tenperature is outside the boundary. In case of

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

software failure, the electrically driven hardware
autonatically shuts off the heater in seconds. A so, we
eval uat ed the bench testing which confirmed the tenperature
readi ng, pressure reading, and balloon condition right after
when t he hardware backup shuts off the heater

Next slide.

V% | ooked at the pressure sense spec for its
accuracy and response tinme. Please note that there is no
safety nmechanismto rel ease the pressure in case of high
pressure build-up in the balloon. But we believe that there
will be no significant pressure build-up when using the
device. W know that significant pressure can build up only
when the water inside the balloon boils, but this is very
unl i kel y event since there are both software and hardware
backups that will prevent this m shap.

Next slide.

The software is designed wth watchdog that checks
the software control in case of software errors. This is
critical part of the device control, and John Mirray wl|
provide nore software details imrediately foll ow ng ny
presentation. Besides software control, there is an
aut onmati ¢ hardware backup systemthat will cut off the
heater in case of software nal function as | descri bed
earlier.
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Next sli de.

Bl ectrical safety and el ectromagnetic testing net
i ndustry-recogni zed standard such as | EG -whi ch stands for
I nternati onal E ectrotechnical Conm ssion--601 and 801.

Next slide.

Bi oconpatibility and m crobiol ogical testing are
done satisfactorily to ensure the naterial safety.

Accel erated shelf life is conpleted for the catheter and
bal l oon, and real-tine shelf life is going on now. The
proposed shelf life is 13 nonths, and currently we are
working with the sponsor to establish a baseline for real-
tinme shelf life.

Next slide.

Finally, we |ooked at the hunman factors to see if
the device is user friendly. W evaluated if the display
and markings are large and clear enough to see. W
evaluated if the directions for use are easy to fol |l ow and
i f conponents are easy to connect when setting up the device
for use.

Next slide.

I n conclusion, we believe that the sponsor
adequately tested the conponent for its failure nodes and
design validation, and we believe that the device is user
friendly. W are currently working with the sponsor to
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resol ve sonme of the mnor technical issues.

Thank you. This concludes ny presentation of the
Gynecare ThermaChoice PMA. | would |like to ask panel
nmenbers to wait for any engi neering questions until John
Mirray finishes his presentation about the software.

MR MJRRAY: That was a pretty quick 15 m nutes.

Good norni ng, everybody. M nane is John Mirray.
I'ma software engineer, and I work in the Ofice of Science
and Technol ogy here in the center. Qurrently I'mthe team
| eader for software and intelligent nedical devices, and I
did conduct a review of the software conponent of this
device. The first iteml| have here on the first page is |
want to remnd everyone--and this is ny opinion--that
software plays a critical role in the operation of this
device. So the first thing | think is inportant is to tell
you what | found out fromreview ng the device as far as
nornmal operation, and you can conpare that to what you think
it's going to do froma clinical perspective.

This software controls the sequence of operations
using operator pronpts and threshold set point. It wll not
allow the heater to turn on until the pressure is greater
than 150 mmof nercury. And there are established high
pressure, |ow pressure, |ow tenperature, and high
tenperature set points which are controlled by the software.
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During the entire operation of the device, the
software wi Il neasure and display the current tenperature in
the balloon. It will also nmeasure and display the current
pressure in the balloon. The software autonatically
controls the preheat and the therapy tenperature for the
entire operation. The software automatically cal cul ates and
di spl ays the preheat tines and the treatnent tines. That
woul d be the 8-mnute treatnment time and the up to 4-mnute
preheat tinme. In addition, it autonatically calculates the
therapy tine and will shut down the heater when therapy tine
reaches 8 m nutes.

| guess one point that I noted was that software
has no control at all over the balloon pressure. That's
conpl etely controll ed by the operator

In addition to normal operation, this device al so
provides alert and hazard conditions that are controlled by
the software. In the event of an alert or hazard condition,
whi ch woul d be high tenperature or high pressure, |ow
pressure, |ow tenperature, the machine will actually provide
operator instructions that will allowthe operator to place
the device in a safe condition and to place the patient in a
safe condition. For exanple, it mght tell you to renove
t he catheter.

In addition, to get the operator's attention in
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the event that they are not watching the panel, the software
automatically provides audible alerts that will get the
operator's attention.

As | said before, all these alarns and all these
hazard conditions are based on various pressure and
tenperature val ue set points. | guess the nost inportant
feature here is that in the event of one of these hazard
conditions, the software will actually shut down the
catheter heater and, therefore, there will be no nore heat
added to the ball oon.

Two things that | noted while doing this review
was that in the event of a hazard condition, the operator
will be required to conpletely power off this device in
order to resune therapy. There's no way--there's no feature
inthis device that allows themto resune therapy after a
hazard condition. In addition, |I noted that if you for some
reason | ose power with this device, the device will not
return to the point of therapy that it departed. |In other
words, there's basically no fail-safe condition here that's
going to take you back to where you left off. You re going
to have to start right over. Hopefully this is covered by
t he operator |abel and training.

| think, like MIt said, they've worked on this
project for along time, and there are nany, nmany details
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involved with the software. And it's just not physically
possible to review everything that they' ve done, so we put
toget her a plan about how are we going to go about getting a
| evel of assurance and a | evel of confidence that the
conpany itself has the capability to actually design and
build and test software. So the prinmary conponents of this
revi ew i ncl uded the software requirenent specification and
the software validation, verification, and test.

The concept here was to address two prinmary
questions. The first questionis: Is this software the
right software for this clinical application? In other
words, do the software requirenents correctly identify the
software functions that are required by the clinical use of
this device? That's the clinical side of the issue.

(On the engineering side, we take a | ook at, well,
now t hat we've defined the software we need, did we, in
fact, build the software correctly? D d we properly use our
quality control system our design control system and our
QWP systemto build safe and effective software?

| think this issue at the top of this page is kind
of out of order because |I wanted everybody to be rem nded
that this is a level of confidence review There's no way
for me to go |l ook at every detail they have. So what | do
is, going through this review | establish a confidence that

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

53

their systemis appropriate for the risk associated with the
software in this device. And the primary key to doing this
is the software requirenment spec which | have | abel ed as the
gateway fromthe clinical to the engineering.

| went through the software requirenments docunent,
and | docunented every place that the software was going to
provi de sone information or sonme control to the clinica
operator, and then | presented this information to the
nmedi cal staff within CORH, Dr. Harvey, and asked himto
reviewthis and tell ne whether or not this was the
appropriate indication, tenperature set points, pressure set
poi nts, and automati c shutdowns that he woul d expect with
this clinical application. And he said he believed that it
di d.

So | guess, in summary, what we did was we
reviewed the software requirenents for this device fromthe
clinical side. W also reviewed the software requirenents
fromthe engineering side to make sure engineering details
were inplemented properly, and based on the requirenents
actually went through and revi ewed the validation test
procedures that Gynecare provided to us.

As a result of this review, sone deficiencies were
identified in the process. Gynecare was notified, and all
t hese deficienci es have been corrected except for one item
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And we tal ked to Gynecare, | think it was on Thursday, and
this remai ning deficiency is resolvable, and Gynecare and
t he FDA have agreed to work together to resolve this issue.
And the itemis really related to the software product
baseline; in other words, there are sone snall deficiencies
in the actual paperwork that described the software design
as it currently exists. W would |ike to have that baseline
established so it's absolutely perfect before this product
goes to market in the U S

Ohe thing | noted in ny review which didn't nake
sense to me--but I'man engineer, so this mght not have a
probl em for you--when this machine displays the tinme that's
el apsed since the start of the procedure, the actual therapy
tine is not displayed. Wat is displayed on the device is
the total amount of tine fromthe preheat tine and the
therapy tine. So if it takes the device 3 mnutes to heat
up, when you get to end of therapy you' re going to have 11
m nutes di splayed. So the operator is not really going to
have an indication of the actual therapy tine that's
el apsed.

| don't knowif this is a problem but I'm
thinking of--1 always think of worst-case conditions.
That's the way | think. [If you | ose power or sormething
happens to the device in the mddle of therapy and you don't
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know exactly how | ong the devi ce has been running, you will
not know how nmuch therapy has been applied. So when you go
back to redo the therapy, you won't have any idea what that
was. That's just an engi neering observation of a clinica
thing which I clai mno know edge of.

The concl usion is the docunentation provided by
Gynecare indicates that the software conponent of this
device is appropriate for its intended use, and based on
sof tware considerations, | recomrend conditional approval of
this PMA until the software product baseline deficiency is
corrected.

Thank you.

MR PAK 1'd like to ask panel nenbers if there
are any technical questions related to engi neering and
sof t war e.

DR SHRK Yung, |'ve got one question, and M.
Mirray alluded to it. There's no way to keep the clinician
fromadding water or fluid to the systemthat | can see
during the procedure. The device obviously is set at a
certain pressure, and that's determned initially by the
clinician as he fills the balloon. Because of the heating
of nyonetrium the nyonmetriumrel axes, and then there's a
significant drop in the uterine pressure during the
procedure. And at this point, I'mnot sure whether that
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woul d be harnful or not, but--or if you had a parti al
perforation, if the clinician added fluid slowy to the
systemto keep the tenperature fromkicking off, whether
there could be a clinical problemwth this.

MR PAK Wiat | know is there has been a European
study that during the therapy fluid has been added, and it
has been shown that there is no problem you know, keeping
the tenperature and pressure. | don't knowif | can ask Dr.
Harvey to commrent on that, maybe, the European study that
has been denonstrated. Do you know anyt hi ng about that, Dr.
Harvey, or--Dr. MCol|?

DR MQOAL: Dr. Shirk, I think if | understand
your question correctly, you're asking: Is it possible to
actually add fluid during the procedure while the procedure
is undergoing? | guess the answer is yes, it is actually
possible, just like it's possible to treat a patient tw ce
if you wanted. dearly, the device labeling, it's very well
del i neated that you shoul d never add fluid during the
procedure. That's first of all. W think that's a very
i nportant factor here.

Nunber two is actually the way the software is
witten it's such that even very slight fluctuations in
tenperature woul d actual ly shut the procedure down
imedi ately. So by adding even small anounts of fluid,
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we' ve found that you actually would shut--typically shut the
devi ce of f because of the slight fluctuation in the
tenperature, as well as pressure. So if you affect the
pressure or you affect the tenperature of the fluid, the
devi ce woul d shut down i nmmedi ately.

But you are correct that there are ways, if you
wanted to, you could potentially, if you intentionally
wanted to override the system

DR BLANCO Before you go away, follow ng up on
that, is there a recommended maxi num anmount of fluid that
you're going to put in your |labeling? And what is that that
gets put in to achieve your pressure after which you shoul d
not - -you know, you reconmmend that you not continue with the
pr ocedur e?

DR MCOL: Rght. The studies that we did, as
Dr. Loffer nmentioned for the U S study, included criterion
such that not greater than 30 cc's could be used in vol unme
of uteruses, and that's what--the current proposed | abeling
that we submtted to FDA is around the sane paraneters that
we ran both our international studies, which were on that
sane category, as well as our U S studies.

| would like to nake a conment that sone of our
international investigators have investigated | ooking at
using the device in larger volunes, and they have shown
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actually very good clinical results.

Unl i ke hysteroscopi c abl ati on where you i ncrease
the size of the uterus and the surface area increases inside
the uterus, with this device it's really not as rel evant
because all you're doing is creating a |l arger vol une of--or
heat sink of fluid which can typically treat larger fluids--
or larger surface areas. So we have | abel ed the device
specifically fromthe use, the sane that we had fromthe |IDE
ef fi cacy study.

MR MJRRAY: M nane is John Murray. MIt used
the words "slight changes in pressure.” And to start this
procedure, it requires 150 nmof mercury, but to shut it
down it's 45. The word "slight" | don't think is the right
word here, but | just wanted you to know what that nunber
was for your use.

Thank you.

DR NEUVANN  Let me ask sonme of these. |If
they' re i nappropriate, please |et ne know.

(ne question that came to mnd is that it is
possible to introduce sone air into the system perhaps sone
air in the syringe, or the coupling between the syringe and
the probe is not adequate. Wat happens when there's a
l[ittle air in the ball oon?

MR PAK Ckay. First of all, before you use the

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

59

device, you have to get what's called the--you have to use a
syringe. You have to inject the fluid inside the ball oon,
and you have to take the fluid out to renove any ki nd of
bubbles that may be in the balloon. So that is sort of a
preventi ve procedure that you have to do, and so we figure
that there shouldn't be any bubbles inside the balloon. In
case there is a bubble, we think that it may give you a
fal se reading on the pressure, so the systemmay shut off.

DR NEUVANN | don't think that woul d happen.
think it's nore a case of heat conduction. Pascal's |aw
wll say the pressure is the sane in the fluid as in the
air. But what about the thermal properties? Wat if the
heater, for exanple, really worst-case, the heater is in a
pocket of air?

MR PAK So you're worried about if the
tenperature is going to overshoot, basically, because--

DR NEUVANN | don't know what will happen. 1'm
just asking you if you've investigated that.

CHAl RVAN EGLINTON Dr. MeCol | ?

DR MOCALL: Just a couple coments to go back on
M. Pak's comrent about the primng of the device, | think
what he was tal king about. The |abeling for the device is
such that it's recommended to prine the device--in fact,
required to prine the device before you actually insert it.
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What that essentially does is purge the systemof air
bubbl es much |ike you do with a syringe prior to injecting
into a patient into the venous system So that's the first
thing. So typically, even if you did--even if you didn't
probably follow that correctly, it would be very snall

vol unes of air that you mght inject into the ball oon.
That's the first thing.

The second thing, |I think the only effect possibly
woul d be--because we've actually seen this in denonstrati ons
where we don't prime the balloons as quickly or as well as
we'd like to--snall anmounts of air can actually be in the
top of the balloon. But typically in this procedure,
because you have such a | arge surface area that's occurring
there, nunber one, it wouldn't be a safety issue, | don't
think. Qur experience has been if you actually did have it
here in an air system the device is a very, very snall,
delicate wire, and the wire itself, as I'mtold by
engi neers, would burn out nuch like a short in a circuit
breaker you'd have, where if there's too nmuch current
through there without a fluid in there to cool it, it would
i mredi ately short itself out and the device woul d shut down.
It's alnmost a built-in safety circuit breaker

So, first of all, that's probably what woul d
happen if there was an air pocket. The second thing is that
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as far as efficacy, the only thing I can see different is a
very snall balloon, was that you mght have a little bit of
area of possibly slightly undertreated area as conpared to
the large volunme of the uterus, and efficacy-wise | don't
think it would have a long-termeffect on the treatnent.

DR BLANCO The clinical investigators that have
used the device, have you all noticed if there has been air
after it in any of the procedures you' ve done, if there's
been sone bubbles of air when you pull it out?

DR E HARVEY: Excuse ne. I'msorry to
interrupt. W probably should continue with the renai nder
of FDA's presentation. W can address sone of these
questions later on in the panel deliberations. Thanks.

| believe Dr. Brian Harvey is next.

DR B. HARVEY: M nane is Brian Harvey, and | am
a nedical officer with the FDA's O'fice of Device
Eval uation, and I"'mthe primary clinical reviewer on this
prenarket application. Earlier you heard fromthe sponsor
that has provided an overview of both the world clinica
experience for the Gynecare ThermaChoi ce Werine Balloon
Therapy System as well as the clinical data obtained under
the IDEE At this point, | would like to highlight the
i nportant aspects of this UBT clinical data fromthe FDA
per specti ve.
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Next sli de.

As we had heard earlier, there have been over 541
cases conpleted internationally, with no intra-operative or
maj or post-operative conplications. O these 541 cases that
were presented in the original PVA application, there were
18 m nor post-operative conplications, or about 3.3 percent.

G note, of these 5 percent of patients--in that
i nternational experience, there have been 5 percent of the
pati ents who have had repeat endonetrial ablation procedures
and 6 percent of patients who have gone on to have
hyst er ect om es.

In the US. feasibility study, conducted under an
| DE, the Gynecare Ther maChoi ce UBT was perforned on ei ght
wormren who had previously deci ded to undergo hysterectony.

As we have heard previously, the UBT was performed just
prior to uterus renoval. A total of 12 thernocoupl es were
pl aced on the external and internal surfaces of the uterus
in order to neasure the serosal, nyonetrial, and endonetri al
tenperatures during the UBT abl ati on procedure. After

hyst erectony, histology was performed on the uterine tissue
and correl ated wi th nmacroscopi ¢ observati ons.

H st ol ogy reveal ed average necrosis of 0.8-4.4 mm
in depth. The sponsor has presented the data supporting the
concl usions that the UBT produced a mninmal rise in serosal
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tenperatures and uni formdestruction of the endonetri al
tissue.

In the U S, pivotal study, conducted under an |DE
as you' ve heard fromthe sponsor, they provided the details
of how this--the design of this clinical trial, conparing
t he Ther maChoi ce UBT therapy to the rollerball endonetria
ablation for treating wonen with nenorrhagia. And as they
had described, when this PVA was submtted, there was 100
percent of the 6-nmonth followup data and 85 percent of the
12-month followup data. This correlates to 109 patients
who had undergone the UBT therapy. And of note, just to
hi ghlight what's going to be comng up in the statistica
presentation, in the original statistical analysis in the
IDE it was determned that you needed 108 patients with UBT
therapy in order to have adequate statistical power in order
to denonstrate the difference and prove the null hypothesis;
therefore, even with only 85 percent of the patients having
had 12-nonth follow up, there's still adequate power to nake
that determnation. And now, as we've heard fromthe
sponsor, there is 100 percent followup at 12 nonths.

A so of note, the study design, it was not
designed to have adequate power to actually stratify
patients by age, so that will be comng up later on in one
of the discussion questions.
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In this | DE study, the sponsor had proposed the
following list of potential adverse events that could be
associated with the UBT endonetrial ablation, and those
potential adverse events were: perforation or rupture of
the uterus, full thickness burns of the uterine wall or
burns of the adjacent tissue, heated |iquid escaping into
the anatomcal structures adjacent to the uterus, electrica
burns, allergic reactions to latex, blood |oss, infection,
hemat onetra, pregnancy, nasking of subsequent cancer, and
post-abl ati on tubal sterilization syndrome. However, in
this IDE pivotal trial, there were no intra-operative
conplications, and there were no maj or post-operative
conpl i cati ons.

As we had heard earlier, there were five mnor
post - operati ve conplications which represent 3.7 percent of
the UBT patients, and these were three cases of
endonetritis, one urinary tract infection, and one case,
whi ch may not be device-related, of an endonetrial polypoid
inflammation wth post-coital bleeding.

Next slide.

In the pivotal trial, the prinmary endpoi nt was
based upon a diary score proposed by H gham and associ at es
at the Royal Free Hospital in London and published in the
British Journal of Cbstetrics and Gynecol ogy in 1990.
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Next sli de.

In their study, wonmen were provided with Tanpax or
Kot ex Fens super-plus tanpons and Kotex Sinplicity size 2
towel s, which they used and collected in plastic bags during
their menses. The amount of menstrual bl ood | oss was
determned fromthese tanpons or towels by the nethod of
al kal i ne haematin determnation, and a pictorial blood | oss
assessnent chart score was recorded both by the patient and
their gynecologist. This slide is the pictorial blood | oss
assessnent chart fromtheir original journal article.

Next slide.

The nenstrual bl ood | oss, abbreviated MBL, was
then correlated with the pictorial blood | oss assessnent
chart, abbreviated PBAC, as shown in this graph fromthe
1990 publication. W can see nenstrual blood Ioss on the Y
axis versus the pictorial blood | oss assessnent chart on the
Xaxis. And with n equal to 122 nonitored cycles, the r
value for this correlation is approximately 0.9 percent.

At the end of this article, the authors concl uded
there was a good rel ati onship between the nenstrual bl ood
| oss experienced by woren during nenses and the pictoria
bl ood | oss assessnment chart score. By taking a score of
greater than or equal to 100 as di agnostic of nenorrhagi a- -
and this corresponds to a blood | oss of approximately 80 ni
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of bl ood per nonth or greater--the pictorial blood | oss
assessnent chart nmethod was found to have a sensitivity of
86 percent and a specificity of 89 percent using the scores
recorded by wonen, and a sensitivity of 86 percent and a
specificity of 81 percent using the scores recorded by the
gynecol ogi st s.

Next slide.

Before | review the effectiveness data for the
pivotal trial, | would Iike to highlight both the exclusion
and inclusion criteria for this pivotal study since this
information wi Il have direct bearing on the nedical device
| abeling for the Gy/necare ThermaChoi ce UBT System In this
trial, the inclusion criteria were: a diary score of
greater than or equal to 150; age greater than or equal to
30 years and prenenopausal status; at |east 3 nonths
di agnosi s of docunent ed nmenorrhagi a; docunented failure of
medi cal therapy; patients should have conpl eted chil dbeari ng
with continued contraception post procedure; negative
endonetrial biopsy and Pap snmear prior to the procedure; and
a uterine cavity equal to or greater than 4 cmin size, but
not greater than 10 cm

Next slide.

The exclusion criteria for the trial were:
septate or bicornuate uterus; subrmucous fibroids or polyps;
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genital or urinary tract infection; nmalignant or
premal ignant uterine lesions; a sensitivity to |atex; or
previous endonetrial ablation.

Next slide.

Based upon the pictorial blood | oss assessnent
chart score | described previously, a score of 100 or
greater was di agnostic of nenorrhagia, and the inclusion
criteria of the study was a pre-treatnment diary score of
greater than 150. Therefore, a treatnment success was
defined by the sponsor as a patient whose diary score at the
6-nmonth and 12-nonth followup visit was 75 or |ess.

Next slide.

dinical issues inportant to the FDA. The sponsor
has antici pated the foll ow ng physiol ogi cal responses to the
endonetrial ablation procedure, one of which is pelvic
cranpi ng i nmedi at e post-procedure, and overall, pelvic
cranping was reported by 94 percent of the UBT patients
versus 84.1 percent of those patients who underwent the
roll erball procedure.

A serosangui nous di scharge was experienced during
t he 30-day post-procedure period by 74.6 percent of the UBT
patients versus 65.9 percent of the rollerball patients.

G her antici pated physi ol ogi cal responses: nausea
and/or vomting during the i nmedi ate 24- hour post - procedure
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period was reported by 23.9 percent of the UBT patients
versus 16.7 percent of the rollerball patients.

For the primary endpoint, using the nost recent
data anal ysis that was submtted to the FDA on Septenber 30,
1997, the sponsor has reported the prelimnary success rate
at 6 nonths for UBT as 78.9 percent for UBT conpared to 85.7
percent for rollerball, and at 12 nonths the prelimnary
success rate for UBT was 81.6 percent versus 85.7 percent
for rollerball. And Dr. R chard Kotz, who will be follow ng
me, will be giving a full statistical analysis of this data.
So, therefore, based upon this data, as we heard earlier,

t he sponsor has concl uded that both ThernmaChoi ce uterine
bal | oon therapy as well as the rollerball endonetri al
abl ati on achi eved significant reductions in nenstrual
bl eedi ng and significant inprovenments in quality of life.

Next slide.

In addition to R chard Kotz presenting the FDA
statistical analysis, 1'd also |like the panel to note that
in their panel package there is a clinical review by Dr.
Gerald Shirk on this PMA, covering nmany of these issues, and
al so his clinical concerns.

I'd I'i ke to now highlight those areas of this
premnar ket application which nay prove hel pful during the
subsequent advi sory panel discussion period.
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Based upon the results of the pivotal trial, the
sponsor has proposed the follow ng indications for use
statenent for their nedical device |abeling, and that is,
the ThermaChoice UBT is a treatnment for excessive nenstrua
bl eedi ng due to beni gn causes in wonen for whom chil dbeari ng
is conpl ete.

The sponsor has al so proposed the follow ng
contraindi cations for use of the Gynecare ThermaChoi ce UBT
System and that is: a patient who is pregnant or wants to
becone pregnant in the future; a patient with a history of
latex allergy or who has denonstrated a sensitivity to | atex
material; a patient with a known or suspected di agnosis of
endonetrial and/or cervical cancer or who has atypi cal
endonetrial hyperplasia; also, a patient with any anatomc
or pathologic condition in which there is severe thinning or
weakness of the nyonetrium and a patient with active
genital infection at the tine of the procedure.

The sponsor has al so proposed the follow ng
physi ci an educati on bi nder which contai ns:

A review of both the international Ther naChoi ce
UBT Systemclinical experience and a conpl ete overvi ew of
the U S clinical data for the UBT system and this includes
the study nethods, clinical trial design, inclusion
criteria, patient pools, and the trial results, including
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all key clinical neasures and quality-of-life scores.

There is product information on the Ther naChoi ce
UBT System There are also clinical guidance nodul es which
w |l be provided on patient selection, anesthesia reginens,
pai n managenent, and the role of UBT in the treatnment of
dysfunctional uterine bleeding. There is also an in-service
video to provide the described product application,
indications for use, patient selection, and directors for
use.

There is a uterine nodel provided to the
clinicians to denonstrate product use and to in-service
clinicians on howto performthe UBT procedure.

Journal articles and abstracts relating to the
Ther maChoi ce UBT Systemare al so included. There's also a
pati ent education brochure. This patient |abeling can be
used by the clinician to educate potential ThernmaChoi ce UBT
patients.

Next slide.

There are a nunber of clinical issues raised by
the use of thernmal endonetrial ablation devices in genera
and the Gynecare ThernmaChoi ce UBT Systemspecifically. For
exanpl e, what will be the |ong-termsuccess rate for wonen
wi th menorrhagi a who have undergone thernal endonetri al
ablation? A so, what will be the long-termre-intervention
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rate, that is, the rate of repeat endonetrial ablation
and/ or hysterectony, for wonen with nenorrhagi a who have
under gone thernmal endonetrial ablation?

As we heard earlier fromGColin Pollard, there is
an FDA gui dance docunent for thermal endonetrial ablation
devi ces that was reviewed by the (ostetrics and Gynecol ogy
Devi ces Advisory Panel in Qctober of 1995 and finalized in
March of 1996. In this guidance docunent, they've outlined
a post-narket strategy which may help to address these and
other inportant clinical questions. This guidance docunent
describes a foll owup plan where patients post-thernal
endonetrial ablation would be followed for a total of 3
years. That woul d include the 12-nonth fol |l ow up period in
the clinical trial as well as an additional 2 years post-
approval. The enphasis of this foll ow up woul d be on the
need in these patients for either repeat endonetri al
abl ati on and/ or hysterectony.

The issue of unknown |ong-termeffects of thernal
endonetrial ablation could al so be addressed by this or
ot her post-narket strategies. This inportant question has
been i ncluded as a di scussion question to the panel.

At this point, | would like to introduce R chard
Kotz, our FDA review teamstatistician, who will present his
statistical analysis of the pivotal trial data. And |I'd
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like to hold any clinical questions that the panel nay have
until after his statistical presentation of the data.

Thank you.

MR KOTZ: | wll present the biostatistical
review of Gynecare's clinical trial on endonetrial ablation.
|'mRichard Kotz of the Center's Division of Biostatistics.

First 1'll review the study design and present the
statistical methodol ogy used to determ ne the sanple size of
the study. We will then |ook at patient enrollnment. | wll
then discuss the effectiveness results, briefly discuss the
conplication rates, and present ny concl usions.

This study is a controlled, random zed, two-arm
clinical trial which conpares Gynecare's uterine balloon
t herapy, which will be abbreviated at UBT in ny slides, wth
a control, inthis case rollerball therapy, which will be
desi gnated as RBT, and which is a recogni zed abl ation
treat nent.

The sponsor chose as an endpoint a diary score of
less than 75 for success. A diary score of nore than 150
was required for enrollnment in the trial.

Fol | ow- ups were conducted at 6 and 12 nonths. The
sponsor has al so agreed, as you' ve heard, to conduct 2- and
3-year followups in a post-narket scenario as well.

In this study, 50 percent of the subjects were
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| ess than 40 years of age and 50 percent were over 40 years.
The study was random zed to ensure that it was split this
way. As stated before, all wonen were required to be
pr enenopausal

The study was designed to test a conparison of two
i ndependent proportions. The null hypothesis is that the
rate of success for balloon therapy and rollerball are
equal, with an alternative that they are not equal. The
expected success rate for rollerball was 85 percent. The
clinical difference to be tested was 20 percent. Though
this level may be considered high, it was considered
acceptabl e to the expected safety profile and rel ati ve ease
of use of the device when conpared to rollerball, the
control

Based on a power of 90 percent and a Type | error
of 5 percent, the calcul ated sanpl e size per armwas 108.
But with the sanple size of 108 per armand an observed
success rate of 85 percent for rollerball, I want to nmake
this point: It would require a success rate of 74 percent
or better for balloon therapy to clai mequival ence between
the two devices using a significance |level of 5 percent.

When | ooki ng at the conparison for each of the two
stratum separately, the power is reduced to 65--for the
stratumis reduced to 65 percent. There's a lot of details
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on this slide, and I'mgoing to skip over it very quickly,
but panel nenbers can ook at it nore carefully in their
| ei sure

|'mgoing to briefly go through this patient tree.
There were a total of 275 patients enrolled, with 137
receiving balloon therapy and 138 getting roll erbal
therapy. In the second--well, | want to point to the slide,
but | guess | have to stay at the mke. Not all patients
were anesthetized, and three patients were random zed to
rollerball but received balloon therapy. Thus, 131 subjects
were treated with balloon therapy and 124 with rollerball.
Several were lost to followup and one to hysterectony
before the 6-nonth evaluation. Three nore were lost to
followup and three nore to hysterectony before the 12-nonth
followup. The top part is the 6-nonth, and then nove it up
and you go to the 12-nonth.

As has been stated, at this tine 85 percent of the
foll owup has been analyzed. | believe the sponsor has--al

pati ents have reached the 12-nonth followup at this point.

This is the success rate at 6 nonths. In
parent heses are the sanple sizes. Wen we |ook at the 6-
nont h success rate, we find basically no difference in the
overall rate for both stratum conbi ned
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These results are in the bottomrow, and you
can see it's 78 versus 81 percent. But if we |look at the
top row, the under-40 age group, we notice that there m ght-
-we notice that it appears as if there mght be a difference
between the two groups. Though this difference is not
statistically significant, this analysis is underpowered and
t he equi val ence cannot be clained with sufficient
confidence. There is no difference for the over-40 as wel | .

Looki ng at the 12-nonth success rate, the results,
which included at the tine of reporting, as | said, 85
percent of the total nunber of subjects to be evaluated, we
find these results to be consistent with those observed at
the 6 nonths. No difference in the total, and, again, no
statistical difference in the under-40 age group; again, it
I S under power ed.

In terns of conplications, conplications and
adverse event rates, there was really not nuch difference
bet ween the devices, with the notabl e exception for post-
abl ation cranping. 16.4 percent of the ball oon therapy
pati ents experienced severe cranping versus 4 percent of the
rollerball subjects. This resulted in a statistically
significant difference at the p equals 0.001 | evel. But the
sponsor clains this may be due to the different anesthesia
regi mens.
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I n conclusion, the study was wel |l designed and
conducted. W found balloon therapy to be statistically
equi valent to rollerball w th adequate power when both
stratumwere conbi ned. Though bal | oon therapy was not
statistically worse than rollerball for the under-40 age
group, it should be enphasi zed the power of the test was
only 65 percent. And, finally, we found nore severe post-
abl ation cranping with balloon therapy than with rollerball.

| guess we're taking questions for both Dr. Harvey
and ny revi ew.

CHAl RVAN EGLINTON W're essentially at the point
of break. Is there burning need to ask a small nunber of
questions before we break right at this point? W obviously
have plenty of time |ater.

Sentinment for break |arger than for questions.
Ckay. So we'll break. We'll be back in 15 m nutes.

[ Recess. ]

CHAl RVAN EGLI NTON Ckay. Can we have any
questions frompanel nmenbers for the nost recent team of FDA
presenters? Dr. Perlnutter?

DR PERLMJUTTER | have a question for Dr. Harvey.
You mentioned that there was a 6 percent hysterectony rate
in the ablation group. Wen | read the PVA, they had put
down several hysterectomes that were done for pain--1'm
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sorry. That's not stated correctly. They had put down
pati ents who had had decrease in nenorrhagi a as successes,
but they had had hysterectomes later for pain. Ws that
part of your 6 percent?

DR B. HARVEY: Actually, there are two parts to
that. The 6 percent that |I mentioned was actually during
the international trial. The issue that you've just raised
is actually sonething that the FDA and the conpany has
di scussed as far as when there is a hysterectony that's done
for pain, is that actually a failure? |If the patient has
had t herapeutic success with a decrease in nenses, with a
diary score of less than 75, but is continuing to have pain,
is that really a failure?

That's actual |y sonething that we have been
di scussing, and we have gone through all the different cases
of hysterectony and have tried to decide, based upon the
information fromthe sponsor, on whether a hysterectony is a
failure in that specific case and whet her the hysterectony
actually was a success. And part of what they nentioned,

t he sponsor nentioned, as far as addi ng two hysterectom es,
one on the rollerball side and one on the UBT side, from
drop to failure, is actually based upon the very point that
you' re making right now

DR PERLMJUTTER  Thank you
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CHAI RVAN EGI NTON Dr. Shirk?

DR SHRK A question for Dr. Harvey. |1've
obviously had the privilege of |ooking at the statistics
nore significantly than the rest of the panel, but ny
question woul d be basically on the clinical analysis.
Qoviously you' re looking at the overall stuff rather than
total amenorrhea rates. Certainly the anenorrhea rate in
t he under-40 group fromthe balloon was significantly | ower
than the rollerball

DR B. HARVEY: | guess the 16 percent versus--

DR SHRK And | guess a conment on breaki ng--you
know, would it be inportant to break the statistics dow as
to total outcones, you know, amenorrhea versus just I|ight
peri ods versus basically nornal periods?

DR B. HARVEY: | think you raise a very good
point. |If you' re looking for an objective finding after a
thermal endonetrial ablation procedure, there's nothing nuch
nore objective than anenorrhea. The question is whether
that is actually what the therapeutic desired result should
be. If you have wormen with nenorrhagia who are comng in
and then go froma score of greater than 150 to a diary
score of less than 75, you' ve actually returned themto a
nore normal period. So although they're not having--
al though they're still having a period, it's nore in the
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range of a nornmal nonthly period, which, you know, there are
issues as far as whether there actually are benefits to
havi ng nont hly nenstruati on.

| s anenorrhea actually a desirable outcone, or are
there benefits to | osing blood every nonth? | nean, that's
certainly an ongoing area of investigation as far as iron
deficiency or blood | oss and protective effects in other
parts of the body. So | think it's an unanswered questi on.
But you're right, a 16 percent rate of anenorrhea for a
ball oon is certainly much | ess than the success rate which
t hey' ve tal ked about .

DR SHRK Wll, the only statistica
significance that | would see would be that basically
probably represents how nuch vi abl e endonetriumis stil
left, also how well interlinked pathol ogy has been treated.
If you | ook at especially Dr. Brooks' statistics--or studies
bef ore on underlying pathol ogies in these patients, a |lot of
t hem have adenonyosis. How deep do we need to get with the
thermal thing? Does this represent an inadequate treatnent,
and are we going to see increased failures over tine?
Because certainly fromour experience with hysteroscopic
abl ation nost of the failures are going to come fromt hat
group of patients that continue to have a significant anount
of flow Even though initially you ve adequately treated
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them over time they fail

So the question would be: Is this a significant
pi ece of data as far as long tern?

DR B. HARVEY: Well, | think you ve raised a very
good clinical point, and | think that the underlying premse
is that that's something that needs to be addressed in
longer-termfollowup. And that certainly, I"'msure, wll
cone up in one of the panel discussion questions as far as
t he post-narket strategy and | ength of foll ow up.

M5. YONG | have a question for John Mirray.

You posed a question at the end of your presentation wth
respect to the fact that the visual display does not show
the actual therapy tine. And | would like to ask if you
coul d perhaps go into sonme detail about the feasibility of
introducing the possibility of a visual display for the
actual therapy tinme, because it seens to ne that it would be
very inportant for the clinician operator to, in fact, be
able to, as he or she is proceeding, perhaps to be able to
see how nmuch time has el apsed since the actual begi nning of
the therapy itself. Especially if for sone reason it's
necessary to stop the therapy for any reason, then it woul d
seemto nme that the clinician operator would have to do sone
sort of calculation to know how nmuch tinme has el apsed for
the warmup period and how much tine has el apsed for the
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therapy. And is it feasible to introduce a visual display
of the actual therapy tine?

MR MJRRAY: Weéll, | have an opi nion about that,
but I think I'd rather--there's a gentlenman here | just net
from Gynecare who probably can answer that question better,
since he owns the device. Can | ask himto cone up here and
answer the question?

The question is: Can you reset the tiner when
t her apy begi ns and have an accurate indication of therapy
tine? My opinionis yes, but 1'd like themto address that.
But | remnd you that it's a sinple fix to go into the
software and nake it reset to zero. But there are a lot of
ot her questions involved with, well, howw Il it affect the
instal |l ed dat abases that are out there in Europe already?
Are you going to go change all these devices at once or just
the U S narket or whatever? But it can be done, yes. How
hard is it to do and how nuch does it cost?

DR MQCALL: If | can just nmake a clarification on
the question, the question is: The device itself doesn't
specifically tell how nmuch the therapy tine is because
there's a preheat tinme that's before the therapy tinme. So
t he nunbers you see on the display are the preheat tine and
the display time. Ckay.

| guess ny first comment on that, just to
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understand, is that typically the preheat tine is relatively
consi stent anong nost of the treatnents. |It's about 45
seconds, nore or less. There is sone slight variation
dependi ng on the size and volune that it takes to heat that
fluid. That's the first thing.

The second thing is, froma safety issue, | would
enphasi ze that if for some reason the device did shut down
or power was |lost to the system we have treated patients
for 16 mnutes and shown that the device is safe even in
| onger treatnents because the curve flattens out over tine.
So that would be the two key issues | would say in the way
the device is designed right now

| mght ask that Dr. Gainger just nmake a comment
because | think he's been involved with sone of the
international data we've had with different people on the
tinme system | think you also had one in your own study
t hat shut down.

DR GRAINGER M nane is David Grainger, and I'm
an associ ate professor at the University of Kansas, and I
have no financial interest in the conpany.

CHAI RVAN EGLI NTON:  But the conpany did bring you
here and pay your expenses?

DR GRAINGER I'moptimstic that they wll.

[ Laught er. ]
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DR GRAINGER | think it's an interesting
question, and | would just reiterate what MIt said. This
is a very--the preheat cycle is fairly consistent anong
patients, and it's very short. And I'lIl grant you that, you
know, gynecol ogi sts may not be the best mathenaticians in
the world, but the math is pretty sinple.

Secondly, fromthe European studies, even if the
devi ce woul d shut down and you weren't paying attention to
what the tinme was when it stopped, fromthe studi es done--
| et me back up. The safety studies that we did | ooking at
the thermstors on the surface of the uterus neasuring the
tenperatures on the serosa, that study was done in Europe
al so, and the patients were treated w th back-to-back
cycles. So they got a total of 16 mnutes of therapy. They
were treated; then they were imedi ately retreated

As MIt nention, those tenperature curves really
flatten out and actually go down just a little bit over the
course of a full 16 mnutes of therapy. So even if you were
not paying attention and didn't know where you were in the
procedure--that would be ideal to know -you know, you woul d
want to know where you were. But even if you retreated,
froma safety standpoint there woul dn't appear to be any
problens with that.

CHAl RVAN EGLI NTON: Dr. Bl anco?
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DR BLANCO Let ne rephrase the question and see
if maybe this clarifies it for us.

What's the purpose of having a timer on the
machine if it's not to time your tine of therapy? Do you
under stand how |'ve rephrased it?

DR GRAINGER  Not exactly.

DR BLANCO Well, why do you have a tinmer that
ticks off time if it doesn't turn on for--if it doesn't do
it to help you neasure what your tine period that you want
to appropriately treat the patient? In other words, what
you want to knowis you want to treat themfor 8 mnutes;
right?

DR GRAINER Correct.

DR BLANCO You want to know you' ve done that at
the right tenperature. Wat's the purpose of the timer if
it starts as soon as you turn on the nachine or as soon as
you preheat it, but it doesn't include--it includes
extraneous tinme as opposed to--1 nean, it would seem-and |
think that's the reason you brought up the question. It
woul d seemthat what you want to know is you want to treat
themfor 8 mnutes, no longer, no shorter, so you want a
timer that turns on when the tenperature is appropriate and
tells youit's tine to shut off when you' ve done your timne.
So what's the purpose of not having it done that way?
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Does that clarify it?

DR GRAINGER Maybe. You are correct in the
sense that the paraneters, the device paraneters are set, as
we heard John Murray tal k about, in the software. So
i ndeed, you cannot really override the paraneters. So the
preheat--it gives you an idea of where you're at in the
treatnment cycle. You cannot treat |onger than 8 mnutes
after you' ve achieved a tenperature in the ball oon.

So to a certain degree, | suppose one coul d argue
that the clock tiner is occupational therapy for the
treating physician in the sense that it just lets you know
where you're at in the treatnment cycle. But it doesn't--
it's not critical as far as any control --as any externa
controlling of the device by the physician. It's nerely a
tinmer that lets you know where you're at.

Does that answer your rephrased question?

CHAl RVAN EGLINTON:  Dr. Maples, do you want to
t ake anot her - -

DR MAPLES: M question is: Do you have an
option to treat shorter than 8 mnutes? O if it stops
prematurely at 4 mnutes into the first cycle, can you go to
the next cycle and only treat for 4 mnutes? O does it go
for another 8?

DR GRAINGER  You could stop therapy at 4
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mnutes. You can shut the nmachine off. There's also

warni ng--1 mean, there are also audible signals fromthe
machine to | et you know when the treatnment cycle has begun,
so that you can then glance--if you' re, you know, talking to
soneone, then you can gl ance at the machine and note in your
mnd what the tine is.

It's not a difficult thing, you know, to keep
track of where you're at in the procedure.

CHAl RVAN EGLINTON: Coul d | ask, what is the
maxi mum range of the preheat tine?

DR GRAINGER | believe I--it's up to 4 mnutes.
If the volunme of fluid--if the tenperature of the fluid has
not achi eved 87 degrees by 4 mnutes, then the machi ne shuts
of f.

CHAl RVAN EGLI NTON: | guess | have the sane
confusion Dr. Blanco does. W cares about the preheat?
What the therapi st cares about is the therapy tinme, so why
on earth would it not display the therapy tinme? That's
i nconprehensible to ne and apparently to everyone el se who's
trying to ask the question here.

DR GRAINGER Well, fromusing the device, it
doesn't seemto be a big deal, but, | nean, | understand--I
guess | understand. Wat you're saying is that the cl ock
should not start until the appropriate tenperature is--
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CHAl RVAN EGLINTON O you shoul d have two cl ocks

if you feel conpelled to have a preheat clock. | don't
under stand why you want a preheat clock, but if you do, you
shoul d have two clocks, or it should reset when the therapy
starts. Wiuat if you have a software failure and it's
running for 22 mnutes? | suppose sonebody ought to be able
to figure that out, but it would be a |lot easier to figure
out if the clock displayed 22 mnutes and you know that it
started at 0 at the time of therapy.

Dr. MColl?

DR MQCOLL: Just two points, just to clarify it
wth Dr. Gainger. (e is, as he nentioned, there is an
audi bl e beep at the tine the procedure reaches the therapy
cycle. Soit's actually very sinple to figure out how | ong
t he procedure has been done by the audi bl e beep and noti ci ng
by subtraction how nuch tinme is available. So that's one
poi nt .

The second point is in regards to the question of
being able to go on for 22 mnutes. As Dr. (ainger said,

t he maxi mum anount of preheat tinme would be 4 mnutes.
course, there's probably sone mninal anount of treatmment
going on during the pre-treatnment cycle as it's ranging up
toward that time period. But then there's no way the device
could be functioning for nore than 12 mnutes in total
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because that woul d be the maxi numthe device coul d be used,
and you woul d see that on the screen itself.

CHAl RVAN EGLI NTON: Dr. Bl anco?

DR BLANCO So what you're saying is the device
shuts off automatically at 12 m nutes?

DR MCAL: Absolutely. That would be the
maxi mum

CHAl RVAN EGLI NTON: Dr. Chat man?

DR CHATMAN | guess | had a question about the
ot her issue involved here, and that's heat transfer across
the uterus itself. | suppose that's inportant.

In the feasibility study, Dr. Gainger, there were
8 patients. | guess you and Dr. Steege did it. But I
didn't see any place where there was a nention of the size
of the uterus, and | imagine that that woul d be one of the
priners in the anount of energy that's transferred across
the uterine surface. 1|s there sone information about that
available to us? And along those lines, wll there be any--
| guess this question isn't for you, but will there be any
| abeling having to do with that issue when the device is on
the market? (Cbviously a uterus that's post-nenopausal will
presumably transfer heat faster than one that's pre-
nmenopausal and bi gger.

But the first question is, you know, did you do
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this thernocoupl e study on uteri that were 16, 18 weeks
si ze?

DR GRAINGER No. The inclusion and excl usion
criteria for those patients in the IDE feasibility study
were exactly the same as for the clinical trial. So they
had to have a cavity between 4 and 10 centineters. So these
wer e--they had no subnucous fibroids and--you know, it was
the sane group of patients.

CHAl RVAN EGLINTON Dr. Perlnmutter had a question.

DR PERLMJUTTER Actual ly, ny question got
answered, but | do have another question. Wth a 4
centineter uterus, | don't renmenber seeing anywhere in this
mass of material the size of the uteri that got treated.
How nmany uteri below 6 centineters did you have? That's an
awfully small uterus, and for a pre-nenopausal womnan- -

DR GRAINGER  Wiich study are you tal king about ?
The clinical trial or the feasibility study?

DR PERLMJUTTER The clinical trial. Four
centineters is a very tiny uterus for a pre-nenopausal
uterus, and from sonebody who puts in lots of IUDs, that's
sort of too small to put inan IUD. So if we're talking
about a uterus that small, are you really up to the fundus
when you' ve done your sounding? O how many uteri did you
have at that level? It just seens very snmall to ne.
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DR GRAINGER According to Laura, there were
three patients in the study that had a uterus--.

[ Pause. ]

DR GRAINGER Six total under 6 centineters and
three that were just above 4 centineters, | guess.

DR BLANCO This is fromthe clinical study, so
t he 200- pl us?

DR GRAINGER That's correct.

DR PERLMJUTTER Wre they all in the UBT group

DR GRAINGER The nean range in the UBT group was
8.5 centinmeters, plus or mnus 1.3, and in the rollerball it
was 8.6, plus or mnus 1.2.

DR PERLMJUTTER But the ones that were in the 4
to 6 centineter range, were those in the rollerball or were
those all in the UBT group?

DR GRAINGER  They were in both.

DR SHRK Can | nmake a commrent ?

CHAI RVAN EGLI NTON  Dr. Shirk.

DR SHRK Wen | was review ng data, | asked the
question that you asked. The conpany did send ne sone data
and breaking it down into different sizes, but the | onest
grouping that they had was 8 centineters and bel ow as the
snmal | est uteri, which was about a quarter of their patients.

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666

90




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

91

So that, you know, it doesn't sound like they really had
very good data on small uteri. Again, ny question and yours
is basically saying, Wat about small uteri? The question
being, too, basically that the ball oon device extends out to
6 centineters on the gauge, so you' re not conpletely putting
the balloon inside the uterine cavity. You know, does that
increase the risk of perforation? And al so the other
question woul d be, Wiat about the endocervical canal and
damage into the endocervical canal ?

(ne of the problens with hysteroscopic endonetria
ablation is that treating dow into the endocervical cana
has been reported to create sone problens or danage to the
descending uterine artery and severe henorrhage i medi atel y
post-op or about 10 days post-op because of thernal damage
to the descending uterine arteries, which really only run
about 5 mllineters bel ow the endocervical area. So ny
question woul d be, you know, does this increase the risk of
this type of problem or does it increase the risk of
cervi cal stenosis post-op?

DR PERLMJUTTER | was even thinking about the
uterus that's acutely anteverted or acutely retroverted.

You go up to 4 centinmeters, and you really haven't even
treated the upper portion up in the fundus of the uterus,
and that's where ny concern woul d conme, because the
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experience with IUDs is that when you only get to 4
centineters, nost of the tine it's because you're not up in
t he fundus.

CHAl RVAN EGLI NTON: Coul d | ask one nore question
related to size as well? It is obviously |less significant,
| ess inportant than the discussion of uterine size, but
patient size, since the definition of obese is a BM of 29.0
or greater, the mean and the UBT was 219.1 and the nean and
the rollerball was 28.2; what do we know about nornal -or-
snal | er-si zed wonmen with this?

DR GRAINGER Well, froma theoretica
perspective, one woul d expect that estrogen production woul d
be higher in wonen who are nore obese. So, in essence, the
study fromthat perspective, although it was not a
significant difference between those two groups, the study
woul d be bi ased against rollerball because of the higher
BM. But | do not know that we know the answer to that.

CHAl RVAN EGLINTON | was not contrasting 29.1
versus 28.2 but 29.1 versus the rest of the world and that
is a pretty big person.

DR GRAINGER Not in the United States.

[ Laught er. ]

CHAI RVAN EGLI NTON:  Are there any ot her questions
before we nove on to Dr. Harvey?
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DR BLANCO GGary, just one nore question and it's
not really a question, nore of a statement. | think it has
been brought out and I think it would be an interesting
point to see not just what your nmeans were in terns of the
depth of the uterus, but really where your ranges were and
what data you have.

| think that there has been sone concern by the
panel for the small uterus and it nmay be that if there is
not a lot of data for what the instrunent does in the small
uterus that we need to get nore information on that. So, it
m ght be interesting for you all to try to pull that out.

DR GRAINGER W will have it for you in just a
m nut e.

DR BLANCO  Ckay.

CHAI RVAN EGLI NTON: Any ot her questions before Dr.
Har vey?

[ No response. ]

CHAl RVAN EGLINTON Dr. Brian Harvey will present
t he di scussi on questi ons.

DR B. HARVEY: The discussion questions have been
broken down into different sections including the safety and
ef fectiveness, |abeling issues, the physician training
programand, at the end, the post-nmarket study strategy.

The first question for the panel discussion.
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There was no significant difference in the success rate, as
defined by a diary score of less than or equal to 75, of the
rollerball versus uterine balloon therapy in the greater
than 40 age group and using the initial data presented to
the FDA of 82.4 percent versus 85.2 percent, respectively,
one-year follow up data.

In the I ess than or equal to-40 age group, the
success rate for rollerball was greater than that for UBT
91. 3 percent versus 79.6 percent, respectively. As we heard
earlier fromR chard Kotz, those are not statistically
significant differences. The questionis, is this a
clinically neaningful difference and do these differences
rai se any concerns regarding the effectiveness of UBT in the
| ess than or equal to-40 age group.

Question nunber two. The reported incidence of
post - procedure severe cranping in UBT patients, N equals 22;
16.4 percent, is nore frequent in rollerball patients than N
equals 5 or 4 percent. The sponsor suggests that this nay
be due to differences in the anesthesia reginens. And as we
remenber, they had di scussed the difference between genera
anest hesi a, percentages and consci ous sedation, | ocal
anesthesia. Could this difference in the severe cranpi ng
rate be device related? And does this difference in the
i nci dence of severe cranping rai se any safety concerns?
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Question nunber three. Based on the efficacy and
adverse event data, do you believe that UBT is safe and
effective for the treatnent of nenorrhagia for wonmen either
| ess than the age of 40 or greater to or equal to the age of
407?

Going on to the |abeling session. Question nunber
four. Based on the data presented, does the proposed
i ndications for use statenent adequately define the
appropriate popul ation for use of UBT? And as we heard
earlier, the proposed indications for use statenent is that
t he ThermaChoice UBT is a treatnment for excessive uterine
bl eedi ng due to beni gn causes in wonen for whom chil dbeari ng
is conpl ete.

As we had heard the clinical protocol required
study subjects to be pre-nenopausal. Based upon the data
supporting this pre-market application, should the
indications for uterine balloon therapy be limted to only
t hose patients who are prenenopausal wonmen?

Question nunber five. Based upon the clinica
data presented by the sponsor, should a recomrendati on be
made in the labeling for both a |ower and upper limt in
uterine size for UBT for which UBT can be used.

Question nunber six. In the proposed
contraindi cation section, is that appropriate and are there
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any additional contraindications for use of this device?

And as presented earlier, the contraindications as
proposed by the sponsor, is a patient who i s pregnant or
wants to becone pregnant in the future; a patient with a
history of latex allergy or who has a denonstrated
sensitivity to latex material; a patient with a known or
suspect ed di agnosi s of endonetrial and/or cervical cancer,
or wth a typical endonetrial hyperplasia; a patient with
any anatom c or pathologic condition in which severe
t hi nni ng or weakness of the nyonetriumcould exist; and a
patient with active genital infection at the time of the
pr ocedur e.

Question nunber seven. Should there be any
nodi fications to the | abeling regarding the risk of
pregnancy followi ng the endonetrial ablation procedure?

Question nunber eight. 1Is the proposed PATI ENT
BROCHURE appropriate and are there any suggestions for
additions or changes to the patient |abeling as proposed by
t he sponsor?

Question nunber nine. Aside from any
recommendati ons for the indication and contraindication
sections, does the panel have any other suggestions for the
patient labeling or the labeling, in general, for this
medi cal devi ce?
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Question nunber ten. Under the physician training
program based upon your review of the efficacy and safety
data, do you feel that a training programis necessary to
instruct clinicians in the use of UBT; and, if so, is the
sponsor's proposed physician training programadequate to
address user-specific safety and effecti veness concerns?

Under the post-nmarket study section, question
nunber el even. Under the current FDA gui dance, which had
been di scussed earlier, patients are schedul ed to be
followed for a total of three years after the endonetria
abl ati on procedure, which was the one year pre-market during
the clinical trial and the two years post-approval. |Is the
sponsor's proposed foll owup plan adequate to address | ong-
termsafety and effectiveness issues?

And the final question, nunber twelve. Are there
any ot her issues of safety or effectiveness not adequately
addressed in the | abeling which shoul d be addressed?

CHAl RVAN EGLINTON (kay. Dr. Hisa Harvey will
now conti nue the presentation.

DR E HARVEY: In order to provide a franmework
for the panel during their deliberations we wanted to revi ew
sonme definitions that will be inportant for themwhile they
are consi dering the device.

First of all, safety, the basis for it is valid
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scientific evidence, and | will provide the definition for
that shortly. The device shoul d denonstrate probable
benefits to--or the probable benefits to health should

out wei gh any possi bl e risks under conditions of use. And
t he devi ce shoul d, an absence of unreasonabl e risk

associ ated with use of the device shoul d be denonstrat ed.

The definition of effectiveness under the lawis
that it should be, again, based on valid scientific evidence
and that it shoul d be denonstrated that there is reasonabl e
assurance that a device is effective when, in a significant
portion of the target popul ation, the use of the device for
its intended uses and conditions of use, when | abeled, wll
provide clinically significant results.

As Colin nentioned earlier, the definition of
valid scientific evidence, as it pertains to the eval uation
of these devices, is primarily well-controlled
investigations, it may al so consider partially controlled
studies, studies in objective trials w thout matched
controls, well-docunented case histories conducted by
qualified experts, and reports of significant human
experience with the narketed device.

And, finally, at the end of your deliberations
today, the panel will need to nake a recommendati on to FDA
and the panel has three recommendati on options. The first
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is approval and approval nmeans no attached conditions.

The second i s approvabl e subject to specified
conditions. And the panel should specify exactly what al
those conditions are. O note, prior to the vote al
condi ti ons shoul d have been di scussed by the panel and
listed by the panel chair.

The third option is not approvable and there are
five reasons that are specified for denial of approval.
Three may apply to panel deliberations.

The three reasons relating to panel deliberations
for a not approvabl e reconmendati on are: Safety, the data
do not provide reasonabl e assurance that the device is safe
under the conditions of use prescribed, recomended or
suggested in the proposed | abeling.

Ef fectiveness. Reasonabl e assurance has not been
given that the device is effective under the conditions of
use in the | abeling.

And the third is that the | abeling, based on a
fair evaluation of all the material facts and your
di scussions, you believe the proposed | abeling to be fal se
or m sl eadi ng.

So, that informati on should be kept in mnd during
the deliberations for the rest of the norning and into the
afternoon before a recommendation is made by the panel.
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CHAI RVAN EGLI NTON:  Before we begin to address the

di scussion questions, is there any additional input fromthe
sponsor or fromthe audi ence?

MR CCORSON | am Stephen Corson from Jefferson
University and | amhere with Valley Labs today. |If the
patient has a nenorrhagia score which is of great magnitude,
she probably has a | ush endonetrium So, ny question
revolves around the D & C part of this. | would ask the
question, what bore canula was used, what was the degree of
suction? Because the instrunents can vary trenmendously,
between an office unit and an operating unit with respect to
how much suction or vacuumis created.

And finally, since this procedure was done w t hout
respect to cycle timng, howinportant is the D& C do you
believe, in the long-termresults, so far as the degree of
anmenorrhea or ol i gonenorrhea, which is achi eved?

CHAl RVAN EGLI NTON: Dr. Loffer?

DR LCFFER  There was no control over the section
that was used to curet out the cavity. This study conpared
both arns using a suction technique. | think thereis a
point to be nade that there could be nore thickness to the
endonetriumwi th this, but | point out that no matter what
pre-treatnment is done, suction, dilation and curettage,
endonetrial suppression with nmedications, | think they are
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going to apply equally to the two arns of the study. So, |
woul d not expect to see any difference if D& C weren't done
and, as an exanpl e, endonetrial suppression were used.

CHAl RVAN EGLINTON: Dr. Perlnmutter had a question.

DR PERLMJTTER Before we go on, ny remenbrance
inreading this protocol is that the D& C or the suction
was done imredi ately pre-treatnent. | would assune, and
this goes out into practice, that we wll be doing our
endonetrial suction first, waiting for the results and then
doing this procedure.

I f you now have a thicker endonetriumhow is that
going to affect therapy? Do we know?

DR LOFFER  In the European study it did not
appear to nake any difference whether timng or curettage
was done. You may choose to do a curettage to obtain a
pat hol ogy for the pathol ogi st, tissue for the pathol ogi st,
but | don't think that is a nandatory part of this
pr ocedur e.

M/ suspicion is that when it becones avail abl e and
if and when it becones avail able, that nost physicians wll
probably pre-treat their patients for endonetrial thinning
just as they do now with nost of the resection and
roll erball techniques.

CHAIRVAN EGLINTON  Dr. MeCol | ?
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DR MCAL: Dr. Shirk, this is just a response to
your question that you had nmentioned about the difference in
uterine size. | think it was your question to get a
breakdown and if we did not anal yze the data properly for
you | apologize. W certainly can get nore data for you.

The way we understand the question, this is in
regards to uterine size and the difference between the uteri
and breaking down into very small uteruses. W were asked
to do sone statistical analysis by FDA, one of their
questions, to look at different uterine sizes to determne
outcones by them And, unfortunately, because there were so
fewuteri in the under eight size we had to break down into
four different categories of equal distribution.

It was about 25 percent of patients in each one of
these groups. So, | amjust presenting that data as it was
an answer to the FDA. That's ny only comment back at this
poi nt .

CHAl RVAN EGLI NTON: Dr. Bl anco?

DR BLANCO Yes. Let ne followup on that.

| think it is inportant if we don't have a |l arge
amount of data in the small uteri, because of the design of
t he machine and the way it would be used, in |ooking in--and
that's one of the questions in the indications--of whether
we have enough data in the small uterus to really say that
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that machine is safe and effective.

So, | think it is going to be inportant to break-
out that |ess-than-8 nunber because and then a possible
indication that may be required, if there is not a | ot of,
you know, 7-and-6-centineter uteri that were utilized, there
may be a requirenent for an indication that only uteri
bet ween 8-and-10 be used as opposed to 6-and- 10.

| think we really do need to |l ook at that data to
see how many patient were in that.

CHAl RVAN EGLI NTON Dr. MColl?

DR MCOL: To answer that question, | do have
that information, it was supplied to ne. W have had 9
patients in the I DE study who were treated that had | ess
than 7 centineters, and there were 6 patients in the
rollerball group that had |l ess than 7 centineters.

DR BLANCO Well, | guess | would point out two
things. Nunber one, it doesn't sound |like too many fol ks
that are under 8 centineters need this procedure in either
case, since you did not find very many or, at least, inthis
group and | amnot so sure that those snmall nunbers really
allow us to say what the effectiveness or safety mght be in
a smal | uterus.

DR SHRK (ne other comrent and to bring up two
i ssues on how this procedure is going to be used. And the
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question basically is it always going to be used in patients
that basically have significant abnornal uterine bl eedi ng?
Qoviously it is going to be used as a cosnetic procedure
whether we want it to be or not. GCertainly a |lot of those
patients are going to be under that tinme frane. It is going
to be used in nentally retarded patients that have, that you
are wishing to control the anount of uterine bleeding for
their own sanitary needs. Those patients, obviously, have
very snall uteri.

And, so, that it does beconme a significant issue
as far as | am concerned.

DR BLANCO Well, | guess, |let ne address your
comment in two ways, having been here this four years.
thi nk our purpose here is to address the issue, if given
under the appropriate indications, is the product safe and
effective and the issue is it is up to us to determne
whet her sufficient data to say, well, a snall uterus should
not be indicated.

Whet her ot her people will msuse this or other
devices, unfortunately, that is areality that, as
physi ci ans, we all know exi sts and we cannot control that.
So, | would not damm a particul ar product sinply because it
mght not be utilized in the right way by sone peopl e.

DR SHRK | was not suggesting that.
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DR BLANCO  Ckay.

DR SHRK | was just suggesting that those are
two groups where you nay run into snmall uteri and that it
becones a significant problem

CHAI RVAN EGLINTON Dr. Downs?

DR DOMS. | would note that with a 94.9 percent
effective, that is probably 16 out of 17.

CHAI RVAN EGLINTON  Dr. MeCol | ?

Dr. MColl passes the baton to Dr. Loffer.

[ Laught er. ]

DR LCFFER  There a couple of points that | woul d
make. One, 25 percent of our patients with a success rate
of 94.1 percent were in the 8 centineters-group and | ess.
Less than, | amsorry, less than 8 centineters.

The other factor--1 appreciate the concern for the
creation of bleeding, but I think primarily those were in
t echni ques where there was actually cutting into tissue as
opposed to just thermal danage in the tissue. Now, that is
one concern about being in the | ower segnent.

The second concern about being in the | owner
segnent is creating an hematonetra. |In our series the only
hemat onetra that was created was in the rollerball series,
not in the ThermaChoice. And | think if you think about it,
even if in a small uterus, the balloon is dow in the endo-
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cervix, the balloon does not get hot. You have to get sone
wat er down there to nmake the destruction occur. And even if
you were to get some water down into a small crevice in that
area it is not going to circulate very well. In reality I
do not think you see water down in the | ower segnent.

So, | do not worry about that or see that as a
concern for those reasons.

CHAl RVAN EGLINTON Al right, can we nove on to
the first question, the discussion questions?

Safety and effectiveness. Wile Dr. Harvey is
getting those questions up on the board, could | suggest or
could I ask, what was the reason for the age-40-under-over,
where did that cone fron?

| nmean who interjected the 40, who introduced the
407?

DR BLANCO | think the issue you are probably
asking is, the original study was designed to take
prenenopausal and that is what the nunber that was arrived
at for achieving power. And now we have subdi vi ded the
study, not to its original intent, into over-and-under 40
and have a najor question about it. And now you are saying,
wel I, who decided to |l ook at it under 40 and above 40, is
that what you are sayi ng?

CHAl RVAN EGLINTON R ght. | could describe as
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Colinis comng to help ne. Dr. Heinz Mranda, the Chief of
the Division of Epidemol ogy and Biostatistics at N CHD,
calls that salam slicing. The power calcul ati on was
perfornmed, the study was appropriately designed and carri ed
out and then, after the fact, all of us in clinical practice
start salam slicing the outcone data into snaller and
snmal | er sub-categories. And we have been through that, Lord
hel p us, with the hone uterine activity nonitoring.

[ Laught er. ]

CHAl RVAN EGLINTON And | was just wondering if
t here was sone power physiologic justification for doing it
here? And | do nore B than GYN but | was not aware that
age 40 was really significant other than that was the first
tinme that | recel ebrated an anniversary of ny 39th birthday.

[ Laught er. ]

MR PQLLARD: | think you will find the answer is
somewhere in between the salam slicing and study design.
Wen we worked with the conpany on their study design, we
defined the popul ation to be prenmenopausal but we wanted to
be sure that we would, in fact, get sone younger wonen in
t hat group

And, so, the stratification took place, as |
under st and- - raybe sonebody will correct ne if | amwong--

t ook pl ace before random zation to be sure that there wll
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be an equal nunber in each group. But the power of the
study and the study nunbers were designed for an overal
power .

So, you only are going to have power for the
overall group but we wanted to ensure an equal split between
the two so that is why, as M. Cox pointed out, you really
have only 65 percent power to ook at the |l ess than 40 and
greater than 40. It was essentially a conpromse kind of a
si tuation.

CHAI RVAN EGLINTON: Dr. Shirk, would you care to
comment about 40, over or under?

DR SHRK Well, | think it is significant and it
is nice to have it for one reason and that basically, first
of all, a group over 40, when we | ook at |ong-term success
rates, is going to be significant because nature is going to
add to their success rate significantly in that group and a
significant nunber of those patients are going to go into
t heir menopause during their followup tine frane, so, that
sol ves the probl emanyhow So, the under-40 range is goi ng
to be nore significant in the long-termfollowup, I would
t hi nk.

Also, | think there is sone suggestion from
hyst er oscopi ¢ studi es that younger patient's success as far
as the procedure over tinme is less than the over-40 patients
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who are naking |l ess estrogen. So, | think there is a reason
to have the breakdown.

DR BLANCO (ne of the things that concerns ne
and it was brought up, was the gentl eman who brought up the
issue of the curettage and why the curettage was done ahead
of time. Because it may not be an issue of age at all. It
may be an issue of thickness of the endonetrium as you
poi nt ed out.

Wth possibly higher |evels of estrogen in the
younger wonen you nmay be dealing, what we may be seeing is
not necessarily an age effect but it nmay be an endonetria
t hi ckness effect. Now, | do not know if there was any
measurenent or any attenpt to | ook at endonetrial thickness
in the study and see whet her success correlated with that or
not, but | would, that is one of the ways that | sort of
| ook at what we may be seeing in this over-and-under-40
gr oup.

CHAI RVAN EGLI NTON: Ms. Domecus?

M. DOMECUS: | wanted to nmake two comments on
this. Cne, if you look at just the PNVA subject device, it
perfornmed basically equally well in younger patients and
ol der patients and | think that is inportant to know.

And second, if the sponsor was going for a claim
based on this data the FDA would never allow it because the

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

110

results are not statistically significant and the power of
the analysis is also insufficient. So, | do not think in
reverse this data shoul d be hel d agai nst the nmanufacturer.

CHAl RVAN EGLI NTON: Does anyone on the panel feel
that the data are conpelling, that there is sone reason to
change the labeling or sonething relating to a wonan's age?
I s there anybody on the panel bothered by this snall
di screpancy for under-40/over-40?

[ No response. ]

CHAl RVAN EGLI NTON: The answer to the question, |
think, then is does this difference rai se any concerns
regarding the effectiveness of UBT in the | ess-than-or-
equal -to age 40? | mean we have discussed it, but does
anybody have any significant heartburn over that?

[ No response. ]

CHAI RVAN EGLI NTON: No objections if we nove on to
guestion two.

Ckay. The reported incidence of post-procedure
cranping in UBT patients, 16.4 percent greater than RB. The
sponsor suggests this difference may be due to differences
in anesthesia. 1s this difference device related? Does
this difference in the incidence raise any safety concerns?

First, does anybody have any feelings about
devi ce-rel ated versus anesthesia-related or do we have any
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way to sort that out?

DR MAPLES. That is ny question, how do you sort
t hat out?

DR BLANCO Wll, the question is they shoul d
have that data. | nean they should not inply--I mean you
shoul d know whi ch patients conplain of cranping, severe
cranpi ng and you shoul d know whi ch patients got what
anesthesia. So, | think you ought to just present us the
data. | mean you should not inply it. You should either
have the data or not have the data.

CHAl RVAN EGLI NTON: So, that is perhaps sonet hing
the conpany can | ook up at lunchtine. You had not planned
on eating during lunchtime, had you?

[ Laught er. ]

CHAI RVAN EGLI NTON:  You can dredge that out of
your not ebooks, please, at lunchtinme and then show us that.

DR MAPLES. A so, the inplication was that this
did not have any clinical significance. Does that nean that
none of these patients required any further treatnent or do
you have the nunbers of how nmany patients required for the
treatnent for the severe cranping and what treatnment did
t hey need?

CHAI RVAN EGQLI NTON So, this is nore infornation
you can pick up at lunchtime, how many patients required |V,
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PCA; how many patients required notrin?

M5. PENDLEY: Laura Pendley with Gynecare, we wll
do that right after lunch. W have all of that data
avai | abl e.

CHAl RVAN EGLI NTON: Perfect.

Dr. Shirk, do you have--

DR SHRK | guess ny only question about this
whol e anesthetic question is basically if you have got nore
cranping with the uterine balloon, post-op, why do you not
have equal or nore cranping with the rollerball and why were
the statistics different between the anesthetic use other
t han operat or choi ce?

And the idea that the operator was trying to prove
that you could do the procedure under |ocal anesthesia
rather than a general anesthetic, whereas with rollerbal
they are nore confortable with sinply putting the patient to
sleep or giving thema spinal block to achi eve anest hesi a.
So, it would seemthe anount of pain involved both ways
woul d be equal

Certainly I woul d wonder how one could do three
mnute D & C under |ocal anesthesia. | have a hard tinme
with patients enjoying an endonetrial biopsy, under
paracervi cal block alone, doing a full three mnute D & C

DR STEECGE: | amJohn Steege fromthe University
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of North Carolina and | al so hope that ny expenses will be
paid. Having done the balloon one or two tines, it became
readily apparent that the stimulus to the patient was far

| ess than that of a hysteroscopy. And it becane readily
apparent that a paracervical block with a bit of 1V sedation
was perfectly adequate.

VW al so understood that pre-nedicati on with NSAl Ds
was very effective at reducing both the pain of the
procedure and any cranping thereafter. So, that is why the
drift went towards |ocal anesthetic procedures.

Regardi ng the suction curettage, the reason why
that was included in the protocol it was ny understandi ng
that, in fact, to nake the rollerball portion of the
procedure easier and those of us who are rollerballers
appropriate that that does nmake that procedure quicker to do
and probably nore conpl et e.

That is why it was nade the sane in both arns.

CHAl RVAN EGLI NTON: Thank you.

Any comment on does this difference relate in any
way to safety concerns? Does it raise safety concerns in
anyone's m nd?

Dr. Perlnutter?

DR PERLMJUTTER | would like to ask anot her
question. In the protocol it stated that with the UBT
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therapy that the patients had profuse di scharge severa

weeks after the procedure and they did not see that with the
rollerball. Dd1l read that incorrectly or is there a
difference in what happens afterwards?

CHAl RVAN EGLI NTON: Davi d G ai nger.

DR GRAINGER There may be. Conceptually and one
of the parts of this questionis, is that could the
difference be device-related? | think we have to say, at
least for nyself, that it mght be. The way that | | ook at
this and those of us who do endonetrial ablations know t hat
as we do that ablation there is a continuous flow of fluid
through the uterus. So, as we are destroying the tissue,
ablating it with whatever technique that tissue is renoved
t hrough continuous flow. As opposed to creating a burn, a
gl obal burn, if you will, that then over tine will slough.

| think that mght also be related to the cranping
because you have, | think there may be a nore profound
rel ease of prostiglandins fromthis tissue. And | can tel
you, and after lunch we will look at the 13 patients, al nost
none of themreceived pre-operative non-steroidals. So, al
of them were under-dosed fromthe prostagl andin inhibition
point of view So, that is ny take on the cranpi ng issue.

DR PERLMJUTTER That actually nmakes nore sense
because if you think of it the paracervical block should
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have given themnore confort than general anesthesia.

DR GRAINGER R ght.

DR PERLMJUTTER And, so, to have nore cranping in
this group, at least in ny head, does not conpute. So, that
nakes nore sense.

CHAI RVAN EGLI NTON: Any ot her comments on the
cranpi ng?

[ No response. ]

CHAl RVAN EGLINTON So, we will have a little bit
nore informati on about anesthesia pre-during-post, after
lunch and will hopeful |y address sone of the concerns about
operator bias. Because obviously there was sone bias
i ntroduced here, natural enough, but we just need to hear
about it.

Dr. Chat nan?

DR CHATMAN | just wondered if it were possible
that the distension of the uterus for the balloon coul d
cause the cranping, is that possible?

DR GRAINGER Actually it is not, in patients
that are just under paracervical it is not the distension of
the uterus that causes the disconfort. They tolerate that
quite well. But it is the heat. You know, once you turn
the heater on that is what causes the cranping.

So, to answer your question, no, it is not the
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distension, it is really the heat.

CHAl RVAN EGLI NTON: Dr. Bl anco?

DR BLANCO You brought up the issue of
nonsteroidal anti-inflammatories as that they may al so have
an effect in dealing with this cranping. So, if the data
for that is available for those patients that conplain of
excess cranping it mght also be interesting to ook at in
terns of nmaking sone sort of decision about this excess
cranpi ng issue.

CHAl RVAN EGLINTON | amnot sure that we can
really get to question three. It |looks |Iike kind of the end
of the day. That based on efficacy and adverse events, do
you believe it is safe and effective? That is kind of the
ultimate question, is it not? | mean that is what we have
to vote on at the end of the day. So, we will skip question
t hree.

Can we attack one nore of these at |east before
lunch and I would go to |abeling. Based on the data
presented--it is alittle bit of a granmatical probl em here,
is it not--does the proposed indication statenent. | guess
it is a statenment, okay. Does the proposed statenent
adequately define the appropriate popul ation for use of UBT?
It is a treatnent for excessive uterine bleeding due to
beni gn causes in wonen for whom chil dbearing is conpl ete.
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The clinical protocol required study subjects to
be prenenopausal. Based upon the data supporting this,
should the indication for uterine balloon therapy be Iimted
to prenenopausal wonen?

Dr. Shirk, do you have a coment ?

DR SHRK Wll, just that obviously we do not
have any data on the post-nenopausal patient. And, so, the
gquestion is, you know, w thout studies and efficacy in those
patients, how should we proceed? And by that, | mean that
if you ook at the hysteroscopic data on patients who are
post - menopausal , obviously the success rate i s nmuch hi gher
t han prenmenopausal wonen.

The use in this situation obviously invol ves wonen
who basi cal |y woul d be usi ng hornone repl acenent t herapy,
general |y the conbi nati on therapy and that 30 percent who
continue to bl eed on the conbination therapy who want to
continue and do not want to have cycles and, so, therefore
the procedure is used to naintain those patients on hornone
repl acenent t her apy.

And the answer is we really do not have any data
as to the efficacy of the procedure in this group. Are they
going to have the sane success rate that the hysteroscope
endonetrial ablation patients have? Mst of those have
about a 90 percent anenorrhea rate. And certainly
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amenor r hea beconmes a nmuch nore critical issue in this group
because, obviously, what you are trying to do is stop these
patients frombleeding at all.

And, so, | think the indications in use in this
whol e group changes. And at this point, we certainly do not
have any data, although this is probably, if we do not
provi de anything on the labeling, at least, or |ook at the
studies, basically we are certainly going to see a najor use
for this. This is certainly going to be one of the ngjor
uses of the device.

CHAl RVAN EGLI NTON: Dr. Bl anco?

DR BLANCO Weéll, you know, | amworried about
what you say because | do not think we have any data that
has been presented on post-nenopausal wonen. Plus, | think
t hat post - nenopa- - nenorrhagia i n a post-nmenopausal wonman has
a nuch nore severe or could potentially have a nuch nore
severe cause in terns of ovarian nalignancy, hornone
produci ng nmal i gnanci es, nalignancies on the endonetrium
itself.

So, | really would be concerned about approval for
anyt hi ng ot her than pre-nenopausal wonmen at this point,
unl ess, you know, sone data on post-nenopausal wonen were to
be put forth.

CHAl RVAN EGLI NTON: Dr. Chat nan?
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DR CHATMAN W do not nmake that distinction in
other forns of ablation, so, | amnot sure if it is
appropriate here.

CHAI RVAN EGLINTON: | think the issue really is,
as Dr. Blanco said and as Dr. Shirk said, we just do not
have the data because the protocol applied only to
pr emenopausal wonen.

M5. DOMECUS: Maybe instead of restricting the
i ndication statenent there could be just a statenent
somewhere el se in the | abeling under a different section
calling the reader's attention to the fact that the clinica
data is just on prenenopausal wonen.

DR BLANCO | do not think |I buy that one. |
really think that, and | would like to hear fromthe CBGYNs
that did sone of these studies but | would |Iike to hear
them-1 think there is a difference and | think we do nmake a
difference. | think in a wonan who bl eeds bel ow a certain
age we are not thinking of endonetrial cancer so we are |ess
likely to do sanpling and nore likely to use nedica
therapy. Wereas in a ol der, post-nenopausal wonman, if you
have bl eeding, what is the first thing you are going to do?
You are going to sanple the endonetriumto see what is going
on.

So, | think there is reason in terns of managenent
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of the patient as to why a post-nenopausal worman woul d be
different in terns of much higher risk that you are not
dealing with a benign procedure. And this is easy enough
that it can be done. | nean, obviously, it is going to be
an easy procedure to do and | woul d be concerned that people
who have got nalignant conditions would have this applied to
themin a postnenopausal age group. | would like to see
sone dat a.

CHAIRVAN EAINTON | think, as Dr. Shirk has
said, once a technology is released, it is going to be
applied by many people for nmany other uses. Qher than the
| abeling, | think our task is to make sure the |abeling
reflects the data presented in the PVA which is
pr enenopausal

D. MColl?

DR STEEGE: John Steege again. A fundanent al
tenet of gynecology is if you have postnenopausal bl eedi ng,
you sanpl e the endonetrium and | do not know that | see a
great hazard in this being--1 see the problemis possibly
sonme |less efficacy. | do not see it as a safety issue.
Because if you are, indeed, sanpling in the endonetrium I
do not think that should be any nore prone to error in a
person who is a ball ooner versus a person who is a
rol I erballer.
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DR MAPLES: In terns of the size of the
endonetrial cavity, did you have a problemat all with the
post nenopausal uterus, do you think there woul d be an issue?

DR STEEGE: Certainly the sanpling of the uterus
shoul d invol ve sanpling of the depth as well. And if we
agree upon sone nunber bel ow which the balloon should not be
used, then that would provide sufficient information to
al | ow sel ection of patients postnenopausally. Many peopl e
who are post nenopausal and are on continuous hor nmone
replacenent will maintain their uterine size. So, | think
that is a decision of the Coommttee to set a size limt and
suggest appropriate measurenent as one would do any tinme you
do an endonetrial sanpling.

DR BLANCO | want to nake sure we are clear. Do
we have any data on any postnenopausal wonen that have used
or where this instrunent has been used on then?

DR NMAPLES: No. No.

DR MCOL: No.

CHAl RVAN EGLI NTON: Maybe we can edit that
question in the PNVA

DR BLANCO Yes. So, there is no data on
post nenopausal wonen. | think the indication has to be what
t he data shows.

CHAl RVAN EGLI NTON: Any ot her comrent on t hat
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poi nt, prenmenopausal , post-nenopausal ?

[ No response. ]

CHAl RVAN EGLI NTON: W are going to have, after
 unch, some nore data on sizes of uteri and we will have
stratification, 4, 5 6, 7 centineters. And we wll have
nore i nformati on on anest hesi a.

So, maybe nowis a good tine to take our schedul ed
break. W wll be back at 1 o' clock.

[ Wher eupon, a | unch recess was taken at 11:58
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[Oh at 1:02 p.m]

CHAl RVAN EGLI NTON Ckay, let's all get started.

DR E HARVEY: W need to take a few mnutes to
go over tentative 1998 panel neeting dates. So, if the
panel nenbers could pull out their calendars, if they have
them This may not pertain to everybody at the panel
nmeeting today because sone of us are just tenporary voting
nmenbers. You know who you are.

CHAl RVAN EGLI NTON: But there is one very
significant question, the answer to which, we need to seek
w thin the audi ence.

DR E HARVEY: Soneone nust know this. Wen is
Super bowl Sunday?

CHAl RVAN EGLI NTON The date of Superbow Sunday?

[ Laught er. ]

CHAI RVAN EGLI NTON: Who knows when the Super bow
i s?

[ Si mul t aneous conversati on. |

DR E HARVEY: Cenerally speaking, we try to
schedul e four neeting dates a year and we try to space them
roughly evenl y-spaced, and we've in the past tried to go for
January, April, July and Cctober. | am proposing that we
try to schedule a neeting in January for the 20th and 21st
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of January which are a Tuesday and Wdnesday, because the
Monday is a holiday.

CHAI RVAN EGI NTON Dr. Bl anco?

DR BLANCO | amonly, since | aman out-going
panel nenber, | amonly good for January and that is a bad
weekend for ne, again.

DR B. HARVEY: The follow ng weekend is Superbow
activities.

That | eaves either the first weekend or the | ast

weekend in January. | wll mark down the 27th and 28th in
January. The next date will be in April, let's go for a
Monday, Tuesday. | amgoing to nark down the 6th and 7th of
April.

VW next need a weekend in July. So, the 20th and
21st of July. And then a weekend in Cctober, let's try for
the 19th or 20th.

So, for the record, the tentative neeting dates
for this panel for 1998 are Tuesday and VWednesday, January
27th and 28t h; Monday and Tuesday, April 6th and 7th; Mbnday
and Tuesday, July 20th and 21st; and Monday and Tuesday,
Cctober 19th and 20t h.

Ckay, | think we can nove on

CHAl RVAN EGLI NTON:  Ckay. The sponsor had sone
honmework to do at lunchtinme. Do we have sone nore data?

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

125
DR MCAL: Mlton MColl with Gynecare. Just

one comment before we start that discussion. During the

di scussion we had during the break, we are very sensitive to
some of the discussions that came out earlier about post-
nmenopausal wonen and realized that in the | DE study, as

di scussed, there were no patients that were treated that
wer e post - menopausal wonen.

So, one thing we would |ike to suggest or woul d
certainly support on the conpany side is an addition nmade to
the indications for use, statenent read that the word, post-
nmenopausal wonen should be in there. Excuse ne, pre-
menopausal woul d be inserted here.

So, the statenent would now read: The
Ther maChoi ce Werine Balloon therapy systemis a treatnent
for excessive nmenstrual bl eeding due to benign causes in
pr e- menopausal wonen for whom chil dbearing is conpl ete.

CHAl RVAN EGLI NTON: Thank you.

DR MCOL: Dr. Spirtos will come up and answer
sone of the additional data you asked for.

DR SPI RTCS: | am Doctor Tanya Spirtos and I am
a clinical instructor at the Stanford University School of
Medicine. | have no financial interest in the conpany and |
hope ny expenses will be paid. The first bit of honework
was on the uterine balloon therapy patients with conplaints
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of severe cranping during the first 48 hours after
treat nent.

There are here 13 patients. Pre-operatively the
nonsteroi dal anti-inflammatory drugs which were used in only
about half the patients were not used in what is recomended
as therapeutic levels in the PDR These patients had a
variety of different types of anesthesia, bearing from PCB,
whi ch is paracervical block, general anesthesia, intravenous
sedation, or GA, which is al so general anesthesi a.

Post -operatively these patients received
narcotics. Now, | want to nention that when we are talking
about narcotic doses, we are tal king about a single
injection of perhaps Fentanyl or Mrphine in the recovery
room Each one of these patients, as well as the rest of
the uterine balloon therapy patients and rollerball patients
went hone during the standard two-hour post-operative
recovery period. None of these patients were seen back in
ei ther the emergency room the doctor's office or the surgi-
center for additional medication.

Wien these patients were sent hone w th post-
operati ve pain neds, whether they were NSAIDs or narcotics,
the narcotics would be Tyl enol Nunber 3 or Vicodin. And
these patients would typically use one or two tablets.

In retrospect, with 20-20 hindsight, | think that
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in ny own patient population | would, in the future, |I woul d
be nore consistent with pre-operative nonsteroidal anti-
inflammatory drugs as soon as the patient cane into the pre-
op area and | would consistently caution the patient to take
sonet hi ng that eveni ng when she got home and perhaps again
at bedtinme, so, that she would be | ess unconfortable.

Most of the patients that | talked to a week | ater
had no nenory of this type of cranping. So, whether the
care coordinator conmented on it in the recovery roomor the
clinical coordinator talked to her in 48 hours and it was
nmenti oned on the phone, the patient did not conplain of it,
one week | ater when | saw her

This is obviously not a safety issue. None of
these patients had conplications or adverse effects. |If
anything, this is educational for us, so that we change the
way we pre-treat these patients and the nedi cati ons we give
t hem post oper ati vel y.

Now, the second bit of homework that | did--

DR BLANCO Before you go on?

DR SPI RTCS: Yes?

DR BLANCO Refresh ny nenory again, specifically
how you arrived at that there were severe or that there were
cranping in this group, how did you gather the data and when
was it that this conplaint was nade; refresh ny nenory.
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DR SPI RTCs: These conplaints were culled in
several different ways. One was the clinical coordinator
observing the patient in the recovery roomand nmaking a note
of none, mld, noderate or severe cranping.

The second was the postoperative phone call that
the patient received two days |later at which she woul d be
asked the sane type of question: Dd you have any and they
woul d ask, well, was it mld, noderate or severe? And,
typically we would say, well, how many or did you take any
medi cati on and they would say one or two. And then |I woul d
ask again at the 7-day visit, did you have any di scharge,
did you have any cranping, did you have any fever?

DR BLANCO kay. And did | understand you
correctly that at the 7-day visit the patient did not
remenber that, so, does that nean--when did the cranping--in
ot her words, when did these patients conpl ain about the
cranping or were noticed to have the cranping? Ws it
i mredi atel y post-procedure in the recovery room during the
next day call or in the 7-day?

DR SPI RTCs: It was within the first 48 hours
and it was, sone were in the recovery room sone were in
that first evening, typically.

The second pi ece of honework was about uterine
size. And as obstetricians/gynecol ogi sts we are very
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famliar with uterine size and what we are tal king about.
For the people who are not famliar with this | wanted to
clarify sonet hing.

Wen we tal k about the size of the uterus on a
pel vic exam we are feeling fromthe top of the fundus to
the cervix and we typically say 6 centineters, 7
centineters. For this study we are neasuring the inside of
the uterus fromthe tip of the endonetrial cavity the
external cervical os. And during this procedure we were
able to nmeasure that three different times, well, four
different tines.

Preoperatively, when we assess the patient, we
woul d do an endonetrial biopsy in the office and we woul d
make a note on the Pipelle howfar it was inserted.

In the operating room we would sound the uterus
and make a note. W would do the suction curettage and we
woul d | ook at the canul a when we were done to see how bl oody
it was and then we would insert the uterine balloon
cat heter.

Qoviously if our evaluations had shown that the
uterine sounded 6 or 7 centineters, and then we only
inserted the balloon 3 centineters, we would realize that
there was a little bit of a discrepancy and we really
weren't into the uterine cavity. So, | think that address

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

130

the question Dr. Perlnutter brought up earlier as to how do
we know whether or not we are just in the canal as opposed
to in the uterus.

Looki ng at the nunber of patients, there were 15
patients al together that sounded | ess than 7 centineters.

So, this is 6 percent of the total population. There were 9
in the UBT group of which these were equally split between
success and failure, there were 6 in the rollerball group
equal ly split, there were no conplications and the single
case of hematonetra was not in this group of patients.

So, this appears to be equal efficacy. This is
not a safety issue.

DR BLANCO Well, | just would point out to you
kind of an interesting issue. There are 15 patients in |ess
than 7 centineters and you have a failure rate on 7 of them
which is little under 50 percent which is significantly
different than the rest of your popul ation.

DR SPI RTCS: But it is also that way in the
rollerball group

DR BLANCO No, no, I'mnot trying to
differentiate between the two. | wll tell you that 9 and 6
istoo little for me, okay, in the less than 7 centineters,
right off the bat. But | also find it interesting that in
the snmall uterus neither of the techni ques seemto work
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uteri which is an interesting finding.

PRESI DENT WOLFENSCHN  Dr. McColl or Dr. Spirtos,
can you tell us, do you have, how nmany patients are there
from7 to 8 Over 7 but under 8 centineters?

DR MCOL: W will have to look at that data in
just a second. W know that the 8-and | ess was a quarter of
the patients, so, that is a good estimate of what it is,
whatever it is mnus. So, it would be about 30 or 35
patients, relatively, mnus 9. That's ny estimate and we
can look it up exactly.

DR SHRK Since ultrasound was part of the
criteria or at |east one of the ways of evaluating the
uterine cavity, was any attenpt nade to | ook at the size of
the cavities froman ultrasoni c standpoi nt?

DR SPI RTCs: Vell, that's an interesting
question. Because I, personally, found that very
interesting and | did it in ny patients. | would routinely
nmeasure on ultrasound at the sane tine | was assessing the
uterus for fibroids and the ovaries for cyst, | would
neasure fromthe tip of the cavity to the internal os and
then correlate it with what | got later on sounding it. So,
| have an interest in ultrasound and I amlucky in that I
have a machine in ny office that | can use it at the flip of
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a switch. And there was no di screpancy real |l y between what
| neasured and what | later saw in the operating room

(One ot her piece of information the question arose
also as to the heater elenment within the balloon catheter
and it is of interest that the heater occupies the top 2.2
centineters of the balloon catheter. So, that in our
patients who are sounding less than 7 centineters the heater
is definitely within the endonetrial cavity. Qur patients
woul d have to be mnuscule uteruses in order to not fit
within the cavity.

DR BLANCO MNo, it's not an issue. And as you
pointed out the rate is not different for this small nunber
of patients but | nean it is sort of interesting that
nei t her procedure seens to have anywhere near as good a
success rate when you have got the small uterus. And |
don't have an explanation for it, I'mjust naking that
observati on.

DR SPI RTCS: Sone ot her type of probl em going on
in the patients?

PRESI DENT WOLFENSCHN  Dr. McCol | ?

DR MQCOLL: Here again, | would just like to
caution us about the salam slicing of the data. This is a
very smal|l nunber of patients to be able to nmake a--and |
think you used the word, significantly less effective, and |
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think I would just be careful, at least that is what is
quoted here, be careful of making nunbers fromthe data,
very smal|l nunbers, as we said, of slicing the data in that
direction. | just wasn't sure if you could see the data
fromyour angle. It said, 5 and 4, and 3 and 3, if you
weren't able to see those nunbers.

DR BLANCO  Seven out of 15.

PRESI DENT WOLFENSCHN  Any ot her questions or
comments fromthe panel nenbers on the issue of the
anest hesi a differences, the cranping?

[ No response. ]

PRESI DENT WOLFENSCHN:  Any ot her questi on?

| think the question we are presented with is,
could this difference be device rel ated? Does anyone have
any concern about safety with regard to the difference in
cranping? |s everybody satisfied that this has sonething to
do with the anesthesia or does anybody care?

DR BLANCO Well, | don't think they have shown,
if you | ooked at the nunbers they have put up, they didn't
divide it up, but it |looked Iike half of the patients got
general and the other half did not; they got other things.
W can re-check it if you want by putting your handwitten
data on that had the non-steroidals. But it |ooked |ike
hal f the patients that conpl ai ned of cranps received general
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and the other half had not?

So, | don't think you can ascri be to anesthesi a,
don't think it is an issue of safety but | think it may be
an issue of |abeling as a side effect that, you know, you
have a hi gher rate.

DR SPI RTCs: Basi cal |y when you | ook at all of
the anesthesia types that were used in our patients, the
bal | oon patients had 53 percent general and the rest were
split between intravenous sedation and paracervical as well
as an occasi onal regional block. So, that is very simlar
to the pattern that we saw in patients w th severe cranping.
Hal f of those had general anesthesia and the other half had
a conbination of various other agents.

DR BLANCO Exactly and that's ny point. | don't
see how you can ascribe it to anesthesi a because--

DR SPI RTCs: No. | think that was nerely one
variable. | think that because of the way the device works
and the heat that is generated globally, that there may be a
rel ease of prostaglandin that we are not seeing in our
rollerball patients. And if we pre-treat the patients with
not enough nonsteroidals anti-inflamatories, give only half
of them adequat e anesthesia and then we are chincy with the
post - operative nedi cations, we are going to end up with
severe cranping. Overall the patients are just as satisfied
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but I think the nursing staff would prefer that we have
adequate pain control.

DR BLANCO Ckay. You're presumng in your
statenent that you just nmade, two things. One, you were
chincy in your nonsteroidals and on your post-op and you
don't have the data to prove that. The data that you have
is that the group of patients that received the ball oon had
a higher rate of conplaining either to the case manager or
to someone that they had cranps in the first 48 hours.

| don't think you know why that is. You have a
theory that it is the prostiglandins and | think you can go
back out and say if you had sufficient nonsteroidals that
would block it. But at this point, fromthe data you are
presenting, | would say you have got a side effect that you
need to | abel and that you need to know, that you have a
hi gher rate fromyour own data.

| don't nean to bel abor this point, M. Chairnan,
if you think I"'moverdoing it here | et ne know

DR SPI RTCS: Just one portion of what you asked
about, the anesthesia, when you | ook at general anesthesia
and severe, there was tw ce as nuch severe cranping in those
patients who did not get general anesthesia. So that is one
of the vari abl es.

You know, we have | ooked at the conbi nations of
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nmedi cations that were given to the patients and there are so
many conbi nati ons and doses that it would be very difficult
to nake any generalized statenent about what the causes or
what could be inplied. But basically--

DR BLANCO That's the point I'mtrying to nmake.
But am| reading your data incorrectly that your ball oon
t herapy group had a higher rate of conpl ai ni ng of cranping
than your rollerball?

DR SPI RTCS: It had a higher rate of observed
conpl aints or verbalized conplaints--

DR BLANCO However you want to word it.

DR SPI RTCS: --which were not safety rel ated.
Yes.

DR BLANCO And you have theories but you don't
have a clear explanation, that's fine.

DR SPI RTCs: V¢ have theories and since there
are no good long-termstudies that can el ucidate where this
is comng fromall we can try to do is preenptively treat it
in the future.

DR BLANCO Well, you could study in the future
and answer the question whether you would prevent it from
nonsteroidals. And the only point |'mmaking is that not
that this neans that you cannot use it but | think you do
have to label it because | think you have a significant
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conplication that occurs nore often in one group than the
ot her.

| will get off of that.

PRESI DENT WOLFENSCHN  Are you concer ned about
safety, Dr. Bl anco?

DR BLANCO No, I'mconcerned about |abeling. M
issue is not safety at all. M issue is this is not going
to block, you know, ny view of the procedure. Wat |I'm
saying is if they don't have an explanation then |I think we
need to say in the findings, this happened, it was mld,
didn't seemto bother anybody and at the end everybody was
satisfied wth it, all the patients. But you m ght expect
that. | think you owe the patients the expectation that you
may wake up and you may have a | ot of cranping and they need
to know that, that's all.

PRESI DENT WOLFENSCHN  But it's not a safety
I ssue.

How about, can sonebody just tell me quickly or in
the next few mnutes, over 7 centineters nunber of success,
nunber of fail, while we are going on here?

| have under 7 centineters. | knowthat is 8 and
7. Can you give nme the nunbers for over 7.

DR MQOOLL: W don't have it broken down.

PRESI DENT WOLFENSCHN  Can sonebody add it up so
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that we don't have to add it up?

DR MCAL: | don't knowif this addresses your
question. This is Dr. MColl again.

PRESI DENT WOLFENSOHN: I'mlooking to fill in. |
have a 2 X 2 contingency table in Mcrosoft Excel with two
boxes filled in and I'mtrying to fill in the other two
boxes.

DR BLANCO W will see if we can break that down
for you while the discussions are going on.

PRESI DENT WOLFENSCHN Dr. Harvey is wending his
way to the m crophone.

DR B. HARVEY: Actually | didn't knowif it would
be hel pful if we just gave a little background i nto sone of
the discussions that the reviewers were having as far as the
whol e i ssue of cranping. Breaking it down to severe
cranpi ng, noderate cranping, mld cranpi ng.

Since it was actually sonething that was assessed
by the independent observer and not the patient, we were
wondering if that was actually a valid difference between
mld, and noderate and severe?

So, one of the things we | ooked at was the overall
cranping rate. And in ny presentation | had said howin 94
percent of the UBT patients experienced any cranping at all,
so, whether it be mld, noderate or severe, whereas 84.1
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percent of those patients who had rollerball experienced
sonme type of cranping.

And actually when you | ook at that statistically,
the 94 and the 84.1 is not statistically different. So, the
question is actually, although there is a difference between
UBT and rollerball in the severe cranpi ng, when you are
| ooking at overall cranping, given the fact that it is not
actually a validated neasure, perhaps, we are sort of
splitting hairs and maybe overall cranping is actually very
simlar between the two groups.

But that was the discussions we had as a review
t eam

DR EQINTON  Still adding? Dr. MeColl? Dr.
Loffer?

DR LCFFER  Dr. Loffer. | thought possibly I
could help further confuse this issue. There is a study
bei ng done in Holland which is done using our exact
protocol. The difference is that the patients have been
suppressed beforehand with a &RH anal og and they al
recei ved general anesthesia. In the rollerball 6 series--
thisis 25 in the rollerball, 29 thus far in the
Ther maChoi ce--60 percent of the rollerball patients had no
problemw th cranpi ng; 66 percent of the ThernmaChoi ce had no
cranping. Strong pain nedications were required in 28
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percent of the rollerball and only 13 percent of the
Ther maChoi ce.

|, too, think our statistics are biased by our
| ack of control of the type of anesthesia and post-operative
analgesics. | offered it as a confusing factor. These were
all under general anesthesia. These were single anesthesia.
G her than that, the only substantive factor was that they
were all suppressed. That mght be a factor, too.

DR EGQ@INTON | think, unless there's objection
here on the panel, | think we're ready to nove to question
3, which is, "Based on efficacy and adverse events data, do
you believe that UBT is safe and effective as a treatnent
for nmenorrhagia i n wonen?"

Does anyone want to live with this artificial
split that the FDA gave us, greater than age 40, under age
40? Does anyone feel conpelled to answer the question for
under and over age 407

DR CHATMAN | thought we answered that by saying
pr enenopausal

DR EQ.INTON  Prenenopausal . (Good enough for
everybody? Ckay, prenenopausal .

So Dr. Harvey, do you want to show us what our
choi ces are when we're voting? | think we're at the point
of a discussion prevote here. Wat are the possible
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outconmes of a panel deliberation? That's the slide we're
| ooki ng for.

DR BLANCO W are going to discuss the other
questions, right, and issues of |abeling?

DR EGINTON  If we decide that we recommend t hat
it's our opinion that it's safe and effective, then we need
to talk a |l ot about I|abeling.

DR PERLMUTTER Wen we get to | abeling we nay
want to approve this but with conditions on the |abeling.

DR EGINTON  Exactly.

DR PERLMJUTTER So | think we can answer 3
w t hout necessarily going to the official vote.

DR EGINTON  If the answer is "no," we don't
have to go on to page 2.

DR PERLMJUTTER That's right.

DR EG@INTON This is tine nanagenent 201. No
squirmng in the front row That was just a joke. W |ost
the slide.

Perl mutter?

PERLMJUTTER Can | nake a noti on?

3 2 ¥

EGQINTON Dr. Perlnmutter, please.

DR PERLMJUTTER 1'd like to nake a notion that on
the basis of the data presented on efficacy and adverse
events that the UBT is safe and effective for the treatnment
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of menorrhagia in the prenenopausal wonan.

DR EGINTON  Second?

DR PERLMJUTTER Colin is noving towards the
podi um

DR EG.INTON  You can hold that thought because
Colinis--

MR POLLARD: | think I would Iike to go back to
Dr. Eglinton's point that the formof the panel notion has
to be either approvable, approvable with conditions or not
approvable. | think it's not unreasonable for you to just
take a general poll related to question nunber 3 and nove on
but I don't think you want a notion to vote until you' ve
dealt with any possible conditions because part of that
nmotion, if you are going to do approval with conditions,
then you need to spell themout, as part of the notion.

DR EGINION  So we have a notion on the floor
that didn't quite get seconded.

DR BLANCO Maybe we shoul d change it that rather
than a notion, | have a fuzzy feeling that the efficacy and
adverse events profile is tending to nake ne vote that we
shoul d approve this but 1'd |ike to discuss other issues
that nmay place sone conditions on the approval.

DR EQ@INION As a nmatter of parlianentary
procedure, would Dr. Perlnutter care to w thdraw her notion?

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666




sh

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

143
DR PERLMJUTTER 1'll w thdraw ny noti on.

DR EG.INTON  Thank you.

DR PERLMJUTTER And I'Il becone fuzzy, along with
Dr. Bl anco.

DR DOMS: Wiy don't you just ask informally how
many peopl e woul d vote no on that question?

DR EQ@INION | like that idea. Does anybody
believe that they really, at this point, want to vote for
di sapproval when the tine comes?

Does everybody want to go on and start tal king
about conditions, because that's probably what we're going
to wind up voting for, as the tine cones.

So that means everybody wants to go on to nunber
4, |abeling. W said yes, we want to limt it to
pr enenopausal wonen. Everybody happy wth that?

Nunber 5, "Based upon clinical data presented by
t he sponsor, should a recommendati on be nade in the |abeling
for lower and upper Iimts of uterine size?" It seened to
me the sense of the panel was between 7 and 10 centineters.
Anybody care to discuss that or have a different inpression
of what the panel discussion was?

DR CHATMAN |Is that a uterus that sounds to--

DR EGQINTON  Sounds to 7, between 7 and 10
centineters, 7 or greater or up to 10 centineters, less than
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or equal to 10.

Dr. Shirk, does that trouble you?

DR SHRK No, | think that's reasonable. It
answers the question of the small uteri and | think that's
appropri ate.

DR EGINTON Dr. MCol | ?

DR MCAL: D. MCll, Gmecare. |I'mjust, in
listening to the panel discussions, | guess I'mjust trying
to get an understandi ng here of why we would want to
potentially label this product with the nunber 7 when we've
seen significant nunbers of cases already in the study that
the device appears to be safe in that group at this point.
VW do have efficacy data in that group of patients. W' ve
al ready di scussed earlier about potential safety issues
regarding the device itself and the shape and size of the
device, and why we would need to | abel that at a 7 nunber
nore than in the 6 or 5 range?

DR EGLINTON | can answer that. Because the
efficacy under 8 centineters is 94.1 percent. The efficacy
under 7 centineters is around 50. That's significantly
different.

M5. DOMECUS: But it tracked the sanme as the
rollerball and I don't believe any rollerball |abeling has--

DR EGLINTON We're not here to di scuss whet her
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rollerball is safe and effective under 7 centineters. W're
here to di scuss whether this technique is safe and effective
under 7 centineters and it's not effective, by their data.

It may be safe but it's not effective.

M5. DOMECUS: But the rollerball was the contro
device that they're conparing it to to denonstrate safety
and effectiveness.

DR EGINITON But we're not here to approve
rollerball under 7 centineters. W're here to approve this
techni que under 7 centineters. | understand and agree wth
you but we're not here to approve that or recomrend approval
for that.

M5. DOMECUS: | know. I'mjust saying that that's
what the gold standard is for the | abeling for the
rollerball and if this is being shown as trying to be safe
and effective in conparison to the gold standard, why woul d
it have stricter |abeling?

DR EGINTON  Dr. Chat nan?

DR CHATMAN I nasnmuch as the data is so
i nadequate for these snmall nunbers, naybe one of the
condi tions should be until we get nore data on uteri of |ess
than 7 centineters.

DR EGQINTON Dr. Yin?

DR YIN | would disagree with G ndy because
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we're not here to do a 510(k), substantial equival ence. W
happened to use this product as the control. Each PMA they
have to denonstrate that the device itself is good for

what ever purpose, whatever data that they have. W' re not
going to label this 7 to 10 centineters in the indications
for use, but it should be somewhere in the | abeling because
if it's something that we really do not want, we woul d have
put it in the indications for use. | don't think that's
what the panel is recommrendi ng. The panel is reconmendi ng

t hat somewhere there shoul d be advice to the physicians.

DR EQINTON Dr. MColl?

DR MQCOLL: Certainly in the fact that the data
is somewhat limted here, certainly fromthe conpany's side
| don't think it would be appropriate fromour position to
put sonething in the | abeling, possibly in the precautions
or sonething, saying that there's limted data in this group
of patients at this tine.

DR EGINTON  Well, what we're troubled with is
the data that exists do not suggest efficacy under 7
centineters. It's a coin toss under 7 centineters. It's 50
per cent .

Dr. Loffer?

DR LCFFER Dr. Loffer. As a potential user of
this device | would be very discouraged if | were forced on

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666




sh

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

147

uteruses that neasured less than 7 centineters to have to
use the rollerball to performan endonetrial ablation.
grant you | can't argue with the | ow nunbers and the
apparent | ow success rate and | realize we're not here to
validate the resectiscope but tolimt us in that group of
patients is going to require us to use a different nethod,
whi ch woul d appear, at least in our limted nunbers, to be
equal

DR EGINTON Wl I, we're not commruni cating.
Nunber one, the data we have don't suggest it's equal.
Nunber two, all we're tal king about is how the product is
| abel ed. The conpany coul d not advertise the product for
use in a uterus under 7 centineters. You, the practitioner,
could use it in a uterus that measures 2 centineters if
that's your professional judgnent of what you want to do.

Dr. MmColl?

DR MCOLL: W've had a chance to try to get the
nunbers to you that you were asking for and this may hel p
possibly. Here again | think we're getting to sort of data-
slicing again and it's hard to nmake statistical significance
out of the data as we start cutting it in this order, but if
we ook at the results in the 6.5 range, nost of the
patients under 7, we had, for instance, four of the patients
were between 6 and 6.5 and three of those four were
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successful .

So | guess ny point is we're going to get snaller
and snaller nunbers but clearly there were patients, three
out of four, in the 6.5 range that were successful.

DR BLANCO M concern, | don't want to be into
data-slicing and that's why we didn't do it for the 40 age
group. But whether you say it's equival ent or not
equivalent, it just looks to nme, like in the small nunber
you' ve got, that there's something different in the snall
uterus, okay, than in the bi gger uterus.

Nunber one, if you have so few nunbers, |'m not
sure that this nmakes such a big inpact in how many wonen
you're not going to be able to use it in.

The other issue is if you ve got foreign data or
other data and you | ook at the subset, that's new data to
bring in what the success rate is for that. But | think
with the small nunber, and not trying to slice the data,
this is a new procedure that's going to be let out on the
market and it's not |ike the success rates were the sanme in
the 6 to 7 centinmeter as everywhere el se and you just had 15
patients but you woul d expect that everything el se woul d be
the sane. | nean, you ve got a nmuch higher failure rate
from bot h procedures.

You have a 40 percent failure rate versus the nmuch
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that you' ve presented. So is there sonething different
about this uteri? To me, that's what comes to mnd. Is
there sonmething different about these uteri that naybe
neither rollerball nor this procedure is quite the best
indication for these patients? | nmean, why is the rate
different? That's the concern that | have, not trying to
slice the data to the snall est nunbers, but there are other
di fferences besides just that you' ve got small nunbers. |
nean, there's a difference between this and the rest of the
popul ati on.

DR MAPLES: | want a clarification. Are we
asking the nmanufacturer to change the labeling to nake it
mandatory only to use this product in the 7 to 10 centi neter
range, or are we asking just for a statenent saying the data
is insufficient for use in uteri that are less than 7
centineters? To ne it's alot different, actually saying we
only can use this between 7 and 10 versus the data' s not
t here.

DR BLANCO Well, how would you like to see it?

DR MAPLES: | would prefer to say the data is not
avail able at this tine, rather than [imting it conpletely.

DR EGQ@INTON  Dr. Downs?

DR DOMS. At the risk of making things worse,
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|'mtroubl ed by sone of these nunbers. Less than 7? There
are ei ght successes out of 17. That means there are nine
failures, right?

DR BLANCO No, seven failures. Total of 15 and
seven failures, eight successes.

DR DOMS: Ckay, seven failures. And then |ess
than 8, for 95 percent success rate, you' ve got to
counteract those seven failures, which neans you have to
have wel |l over 100 wonen | ess than 8 centineters, and |
thought it was only a fourth of themor sonething |ike that.

DR EGQ@INITON It's supposed to be 94.1 percent
ef fectiveness under 8 centineters.

DR DOMS. Maybe what you did during the noon
hour is wong.

DR EGINTON  Wat are we tal king about? Fifty
patients under 8 centineters, 25 in each group roughly,
bal | park. And of those, we have seven and a hal f under 7
centineters.

Dr. Yin?

DR YIN As long as we have very snall nunbers,
t hi nk what the conpany is recommending is that if they put
it under precautions, that does not say contraindication.
So | think that's what Dr. Maples--that's what you're
| ooking for. The mnute they put it in precaution, that is
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not "cannot." It's just lack of data or sonething |like
that, okay?

Now, if they cannot do it you're going to put it
under contraindications, if there's sone safety problem

DR EGINTON | don't think anybody was really
tal king about contraindications. |It's just indications.
It's indicated for use in a uterus that sounds from7 to 10
centineters. That's all. | think that's the sense of what
peopl e were sayi ng.

DR YIN But if you do the indication, that's
very limted, too. But if you leave it as a precaution,
then the physician can try, if it's good enough for the
purpose they need. But if you put it in the indications,
that ties the conpany's hands.

DR BLANCO So you're saying to say sormet hing
like the indicationis 6 to 10, but in the precautions it
woul d say uteruses below 7 centineters--the data for
uteruses that sound below 7 centineters is limted as to its
success rate? |Is that what you're saying?

DR YIN You would not put that in the indication
because once you put it under the indication, you limt this
product. W leave it nuch broader this way if it's under
t he precautions.

DR EG@INTON That's probably maki ng us nore
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confused, Dr. Yin, because there has to be a lower limt
somewhere. It's not O to 10 centineters. Nobody likes 4 to
10 centineters.

DR YIN That's why your precaution can nake it
very strong for the precaution.

DR BLANCO Before we go on, | think Dr. Downs
brings up a good question. Maybe we're tal ki ng about data
that you all put together over |unch and maybe it's not
correct. If you had seven failures, if | saw your other
slide, you had sonething |like a 90 somret hi ng percent success
rate in the less than 8 centinmeter group, so you have to
account for those seven failures in that group and your
nunbers--it doesn't seemto be adding up. | nmean, you'd
have to have a huge nunber in the less than 8 centineters.
Do you understand what Dr. Downs was saying and what |'m
bringing up? Let's nake sure we're tal ki ng about
appropriate data.

DR EG@INTON Dr. MColl?

DR MCAL: D. MGCll. 1 guess ny only coment
is we certainly can relook at our data as we're trying to
calculate it on a very quick basis here and possibly, at the
break, come back to you with nore information if that's
hel pful .

DR SHRK | think the issue right nowis
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basically we have limted data. Is it inappropriate to
sinply ask the conpany to basically supply nore data to get
rid of the labeling issue? | nean | think it's a totally
confused issue right now It's like they don't have any
data. The nunbers woul d not be huge to get significant data
to correct the issue, so | guess ny feeling would be that
it's still appropriate to | eave the labeling from10 to 7
centineters until we get data, until the conpany can supply
data to renove that.

DR EGQ@INION That's really the focus of the
di scussion, is we believe, or at least it sounds to ne |ike
we believe there are sufficient data for wonmen who have a
uterus that sounds from7 to 10 centineters to believe this
is a safe and effective technique. For wonmen who have a
uterus that sounds under 7 centineters, we haven't been
presented w th data.

So at this point it's kind of |ooking Iike not
approvabl e or approvable from7 to 10 centineters. That's
the way the discussion seens to be drifting. And if it's
approvable from7 to 10 and the conpany happens to gather up
sone nore data next year under 7 centineters and wants to
conme back and ask for a change in the | abeling because it's
97 percent effective, that's great, but we don't have those
dat a t oday.
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Dr. Perlnutter?

DR PERLMJUTTER Can we do this as Dr. Yin has
suggested and put this in as a precaution because we only
have the data on the 7 to 10 centineters and then ask for
post - mar keting surveillance and do the followup on the 4 to
7 centineters that way?

DR EGINTON  UWsing that line, then, what's your
lower limt? Werus not over 10 centineters, and no | ower
limt?

DR PERLMJUTTER Wll, the only data that's been
presented to us is 4 centineters, which sounds awfully snal |
to me but that's the data they have and they have data on
it. So we could, in the precautions section, put this
statenent in there.

DR EGQ.INTON The question woul d be what is the
small est uterus that they did? D d you do a 4?

DR PERLMJUTTER  Four centineters.

DR EGINTON D d you do one of themat 4
centineters?

DR PERLMJUTTER Two or three, wasn't it?

DR EGINTON  Three of themat 4 centineters?

DR PERLMJUTTER Those nunbers are really--they're
not statistical. Nobody's going to argue with that. But
can we do it with a post-narketing surveillance follow up
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rather than tying their hands, which isn't fair because
there's no data either way?

DR EGQ@INTON W have an obligation to nake a
deci si on based on data and you just said it--there are no
data. W have to nake a decision based on dat a.

DR PERLMJUTTER But it's not harnful.

DR EGINTON Go ahead.

DR MAPLES. The data that we showed, the nunbers
are small. There were no conplications in the group. So |
think again, a precautionary statenent that there's
insufficient data but I don't see a safety issue with the
smal | uteri.

DR CHATMAN W' re tal king about efficacy and
safety, though.

DR EGINTON  The only thing that we have seen is
that under 7 centineters, the efficacy is a coin toss. $So
is that efficacious?

DR PERLMJUTTER But |1'd have to argue with that,
Gary, because in their initial slide it showed a 94.1
percent success rate in the less than 8 centineters and t hat
stuck in ny head because ny response to that is maybe they
didn't need it to begin with and that's why you got such a
hi gh response rate. But they had good data, so | don't know
how t hey canme out with the 50 percent.
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DR EGINTON W're trying to reconcile that.

There aren't any nore than about 25 patients in each group
under 8 centineters and if we've got seven failures, three
and a half in each, how did we get up to 94 percent success?
Sonet hi ng doesn't sound like it adds up.

DR BLANCO Could we bypass this one and have
themtake a | ook to make sure they've got their data correct
for that | ower nunber and maybe we can cone back to this
one?

DR EG@INTON That's what |'d suggest, going on--
sone furious whispering and paper-shuffling in the first two
rows here while we go on to question 6.

"lIs the proposed contraindi cations section
appropri ate?"

DR PERLMJUTTER | have a question about the
patient with any anatomc or pathol ogic condition in which
severe thinning or weakness of the nyonetriumcoul d exi st.
| guess what | need to knowis in sonme of the information in
this material that we got, they tal ked about nyomect om es
where the lining of the uterus had been--where the uterine
cavity had been entered and cl assi cal Caesarian section was
nmentioned a couple of times. Should that be spelled out?

The other thing that 1'd like to knowis was this
procedure done on anybody with a | ower segnent Caesari an
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section? 1'd like to know what data we have on that because
you' re saying it's safe.

DR EGQ@INTON At the tine of repeat Caesarian, we
often see what is described as a uterine w ndow, which
basically is there's alnost no uterine nyonetrium There's
no nyonetrium between the endonetrial cavity and the serosa.
Are those patients--and there are a |ot of those patients--
are those patients okay for this procedure? And how do we
know t hat ?

DR GRAINGER In the study, the clinical trial
in the UBT arm there were 19 patients that had had one G
section, 17 patients that had had two, two that had had
three and one that had had four. You can see the nunbers
for the rollerball--ten, seven, six and one.

So alnost a third of the patients in uterine
bal | oon therapy had had at |east one | ow transverse
Caesari an secti on.

DR PERLMUTTER  Ckay.

DR EG@INTON Do we know anyt hi ng about
conplications in that group specifically? Any kind of
pr obl ens?

DR GRAINGER There were no conplications in this
gr oup.

DR BLANCO | think that answers the question
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DR GRAINGER  Yes.

DR BLANCO | would agree with you that for
classicals--certainly for prior classical, that should be
spelled out not just sonething that thins it out because we
all know that does thin it out. So it should be put in
there that that's going to be an issue.

| don't know about nyonectony. | guess |I'd like
to maybe hear some nore di scussion about that.

DR PERLMJUTTER | thought | had read that in sone
of the material that they had submtted to us, that previous
nyonect ony where the cavity had been entered was consi dered
a contraindication. Dd |l msread that?

DR BLANCO Then it shoul d be spelled out.

DR PERLMUTTER Dr. McColl, did | msread that?
It's in there, isn't it?

DR MCOLL: Maybe you could re-ask the question
so | can under st and.

DR PERLMJUTTER In either sone of your prior
| abel i ng brochures or in sone of the naterial that you
handed to us it was spelled out that both classical
Caesari an section and nyomectony where the cavity had been
entered shoul d be considered contraindication to this
pr ocedur e.
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DR MCOAL: I'mnot sure it was listed as
contraindi cati on because that's the labeling that we' ve
submtted in that direction

DR MAPLES. It was exclusion criteria.

DR PERLMJUTTER It was exclusion criteria.

DR MAPLES. It was there sonepl ace.

DR BLANCO | read it, too.

DR SHRK (ne of ny questions would be basically
if they did an SIS ultrasound, which is part of the work-up
or could be part of the work-up, would this not rule out the
pr obl en?

DR PERLMJUTTER Wl | again, we go back to if
they' ve not done it and this was exclusion criteria then we
have no information to state whether or not you have a
pr obl em

DR SHRK But the indication for--one of the
work-up criteria for these patients would be that they
ei ther have a hysteroscopy and/ or a saline infusion
sonography, so that in either one of those instances, any
kind of defect--1 nmean, as far as a good preoperative work-
up, if we enforce a good pre-operative work-up that shoul d
hel p at | east screen out those patients with those kinds of
probl ens, unless you re worried about the balloon rupturing
t he uterus.
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DR PERLMJUTTER I'mnot worried about the ball oon
rupturing the uterus. |1'mnore concerned about heat
transfer. But | don't renenber seeing hysteroscopy as part
of the--it was part of the protocol but | don't renenber
seeing that as part of the |abeling for what physicians
shoul d do as preoperative work- up.

DR SH RK The question would be are we going to
have in the | abeling process, you know, the sane kind of
criteria they had in their study as far as work-up?

DR PERLMJUTTER W haven't gotten there yet.

DR SH RK | understand.

DR EGINTON  W're not really tal ki ng about
work-up. If a protocol is conducted and an excl usi on
criterionis listed as a description of the protocol, then
clearly that exclusion nust also be listed in the | abeling
because those patients were not studied. So we clearly have
no data on those patients, so we can't entertain approving a
product for use for that indication. It hasn't been
studied. It's not part of the PVA

But can anyone cone up with those two excl usion
criteria, the classical Caesarian and the cavity entered
with previous nyonectony? Several people renmenber it but
they can't find it.

Dr. MColl?
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DR MCOL: I'mjust trying to get clarification
here. This is what we're tal king about, the
contraindi cations, second to the last bullet point; is that
correct?

DR PERLMUTTER  Yes.

DR EG@INION  Dr. Harvey?

DR BR AN HARVEY: Brian Harvey. Just as a point
of clarification, in the original summary of safety and
ef fecti veness of the PVA on page 8 in the bol d nunbering,
under potential adverse events of the device, on perforation
of the uterus--correction--actually rupture of the uterus,
they' re saying, about four lines in, "Use of the balloon
therapy in patients with previous uterine surgeries, which
mght thin the uterine nuscul ature, such as full thickness
nyonect ony or classical Caesarian section, is
contraindi cated. "

So actually it is in that section but in the
actual device | abeling, under the contraindication section,
that's not listed. So there is a discrepancy between the
sunmmary of safety and effectiveness and the devi ce | abeling.

DR EQ@INTON Dr. Perlmutter, what you're
| obbying for is for that statenent that Dr. Harvey just read
to be included in the contraindi cations?

DR PERLMJUTTER That's correct.
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DR EGQINTON |Is there any other discussion on
that particular point?

DR BLANCO Could you repeat reading it agai n?

DR PERLMJUTTER It says that "Use of ball oon
therapy in patients with previous uterine surgeries which
mght thin the uterine nmuscul ature, such as full thickness
nyonect ony or cl assical Caesarian section, is
contraindi cated. "

DR EGINTON  Any other discussion on that point?

DR BLANCO The only other issue is the only way
you could do it is to put in here, and this is just an issue
Dr. Shirk brought up, I don't think a |ot of people are
necessarily going to do a hysteroscopy or
hyst er osal pi ngograns or other things to find the thickness
but if you put it the way it's worded there and add the
speci fics of classical Caesarian section and nyonectony, it
does allow the option that if sonmebody did want to go with a
procedure to | ook at the thickness of the nyonetrium then
they could use it.

It's a mnor point and few patients and we may not
even have data to really answer whether it woul d be safe,
but | just throwthat out. | think I'd go with just putting
the statenent as it was put in the original study.

DR PERLMJUTTER |1'm concerned because of heat
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transfer. And al though we know about no m ni nmal heat
transfer with full thickness, we don't know about it in a
thinned uterine wall. M concern is safety.

DR BLANCO And if you blowit up to get the
pressure up, you may actually distend the uterus enough
where you' d thin out that area.

DR EGINTON  Even nore so, right.

Could I ask--I"msorry; Dr. Shirk?

DR SHRK | have another thing | want to bring
up about the contraindications.

DR ECGLINTON Go ahead.

DR SHRK It says cervical cancer or atypica
endonetrial hyperplasia. | think it's pretty standard that
any endonetrial hyperplasia is off-limts as far as
endonetrial ablation, not just atypical endonetri al
hyperplasia. | think that needs to be amended to
endonetrial hyperplasia, not atypical endonetrial
hyper pl asi a.

DR BLANCO If it's cystic hyperplasia, you feel
t hat way?

DR SHRK R ch @npleson did a whol e study, got
all together the patients that have devel oped endonetria
cancer across the country and alnost to the patient, all of
t hem have had endonetrial hyperplasia. One of them had
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sinpl e hyperpl asia as a di agnosi s, preoperative di agnosis.
But certainly adenomat ous hyperplasia is a total
contraindi cati on.

Qoviously we're trying to split hairs but--

DR BLANCO No, | agree with you. | think any
ki nd of adenomat ous hyperplasia, it shouldn't be used, but I
don't know the progression fromcystic hyperplasia to
cancer, which is what you' re concerned about.

DR SHRK | understand what you're trying to
say. Just for sinplification, I would just say endonetri al
hyperplasia. | guess you coul d say adenomat ous hyperpl asi a
or atypical endonetrial hyperplasia but certainly that al so
becones a pathol ogi cal criteria.

DR EGINTON  Coul d you be confortable inserting
the word "current"? Any devotee of Dr. Wodruff coul d
certainly just blast the patient w th enough progestational
agent and convert that to sone kind of nonhyperpl asi a.

DR SHRK | think that's what we're pointing to,
is that whatever--a | ot of these patients have been treated
that way and then canme back and devel oped endonetri al
carcinoma. | nean, what is unique about the patient who
devel ops endonetrial hyperplasia in the first place, so that
those patients certainly are, whether you treat them-if you
treat themw th progestins, then you d better be able to
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followthemfor a long period of tine on high-dose
progestins or they're going to revert, a lot of them
anyhow.

DR EGINTON  Dr. Loffer?

DR LOFFER  Four of those five patients were al
post - menopausal , which we're not tal king about, and | do
certainly agree with you in that area. The other patient
was a chronic anovul ator at the age of 30 sonethi ng when she
had her procedure.

| think ny concern, to include all hyperplasia, at
| east in Phoeni x we have board pathol ogi sts that | ook at
hundreds of sanples of D& s and they finally find two gl ands
that are slightly close together and they can call it
hyperplasia. | don't think those are the patients we want
to elimnate.

DR EGINTON | don't know how to resol ve that.
| know exactly what you're tal ki ng about.

DR SHRK If you have adenomat ous hyper pl asi as
as a diagnosis, would you advocate that these patients be
treated we progestins and then procedure with an abl ati on?
| don't think that's appropriate therapy and certainly the--

DR LOFFER | woul d assune those patients woul d
be treated with hornonal nedication and woul d respond to
hor nronal medi cati on.
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W're in total agreenent with the post-nenopausal
patient, which is where nost of this problemis going to be
f ound.

DR SHRK | still don't feel that I'm
confortabl e treating sonebody that's got a diagnosis of
adenomat ous hyperplasia with endonetrial ablation, nor is it
appropri ate.

DR BLANCO So you want to drop the atypical ?
How woul d you like it to read? Drop the atypical ?

DR SHRK | just suggest we leave it endonetria
hyperpl asia. The question there becones a question of, as
you pointed out, the cystic or the few glands of hyperpl asi a
but it probably should read, then, adenomatous or atypica
endonetrial hyper pl asi a.

DR MAPLES: | would prefer that to read
adenonmat ous or atypical, rather than the broad hyperpl asi a
because, as you said, you can get a couple of glands and
call it hyperplasia.

DR LCFFER  You will be elimnating the patient
who may be a chronic anovul ator, an infrequent ovul ator who
bui | ds up--has an adenonat ous hyper pl asi a who, when you
cycle on progesterone, still floods. You wll be
elimnating that patient.

DR BLANCO | guess the issue there is what |
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think Gary was trying to point out. That is if you' ve got
soneone who's got hyperplasia, you re going to nedically
treat that patient and you' re going to check to see whet her
they' ve responded to that. |If they respond to the nedica
therapy then you' re not going to really do any of these
procedures. If they don't respond, if they still have an
adenonmat ous hyperplasia, then what Dr. Shirk is saying is
the best treatnent is not this procedure.

The issue then is if they don't have it anynore,
if the nedical therapy cured their adenonatous hyperpl asi a
but they still have nenorrhagia, would they then be
candi dates? | nmean, we're really picking fine hairs here.
| think that's what you were trying to point out, Gry, in
terns of once sonebody's who's ever had the di agnosis once
or is it sonebody who has it currently?

DR SHRK Again, the question conmes down to
underlyi ng causes of endonetrial hyperplasia and the
question of if you treat a patient with the progestationa
agents, obviously a significant nunber of themare going to
resol ve the endonetrial hyperpl asi a.

The question is once you stop the progestin
t herapy, how many of those patients revert and go back to
havi ng endonetrial hyperplasia? It's sort of alife-long
thing of nonitoring these patients. | don't disagree with
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treating themconservatively with progestins but the
question is basically if you have a patient that has
endonetrial hyperpl asia and you go through the course and it
goes away and then you stop the progestational therapy
because the patient doesn't |ike the progestins, | nean, a

| ot of wonmen do not |ike progestin therapy. Then a patient
reverts back to having significant nenorrhagia and then you
do an ablation. Have you really changed, you know, her risk
factors over tinme? | don't know

DR EGINTON | think what you' re suggesting is
based on the anecdotal survey that is available in the
literature thus far, wonen with any degree of endonetri al
hyperpl asia represent a very high-risk group for endonetri al
ablation. That's what we know so far.

DR SHRK Right.

DR EGINTON  And with this particul ar techni que,
since it requires nore than six or 12 or even 36 nonths of
foll owup, we can't know anythi ng about the safety in that
group with this technique.

So the safest thing to dois to elimnate those
patients fromconsideration for this technique until further
data is available? |Is that fair?

DR SHRK That's fair.

DR MAPLES: That's fair.
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DR EQ@INTON Dr. MCol|?

DR STABINSKY: I'mDr. Seth Stabinsky. |I'ma
clinical assistant professor of gynecol ogy and obstetrics at
Stanford and | work full-tine for G/necare. |1'mthe
associ ate nedi cal director.

I'ma little bit confused about the question of
adenomat ous hyper pl asi a here because ny understanding is
that the concern that we have about the progression to
endonetrial cancer is in patients with atypi cal adenomat ous
hyperplasia. Qherw se we'd be advocati ng doi ng
hysterectomes on a | arge nunber of patients with sinple
adenomat ous hyper pl asia and not hyperplasia with atypia.

So I'mjust not exactly sure how -we shoul d be
doi ng hysterectomes on very |large nunbers of patients with
adenomat ous hyperplasia if we're fearful that that's goi ng
to go on and turn to cancer.

It sounds to nme that the issue or the concern
really is what should our followup be on high-risk patients
who are treated with any formof endonetrial ablation,
whet her that be by rollerball or by the balloon techni que,
and I'mnot sure that we really know what the foll ow up
shoul d be on these patients. Should we be doing ul trasound?
Qur concerns are are they going to go on and bleed and will
we recogni ze that later?
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But high-risk patients, patients who are at high
risk for atypical hyperplasia or cancer down the road, we
need to have a nethod of follow ng themdown the road.

DR BLANCO | don't think that that's quite the
way to frane the question. | don't think the issue is one
that we're mssing out on a lot of people that should go to
hysterectony. | think the issue is we have a new procedure,
a new way of managi ng a probl emand we have to be concerned
in that we don't know what this type of ablation is going to
do to someone that has adenomat ous hyperpl asia and nay have
a progression into other problens.

That doesn't nean you're going to do a
hysterectony on every single one. It neans that until you
see sone data of what happens to the endonetriumof patients
wi t h adenomat ous hyperpl asi a under sone research protoco
with heat ablation, it may not be the safest thing to do.

So | don't think you franme it in an issue of
hyst er ect ony.

DR EGINTON  Dr. Perlnutter?

DR PERLMJUTTER |'ve got a peripheral question
that may answer this one. You've done hysterectomes on
sone of the wonen who have had the ball oon therapy. Can you
tell me what the uterine cavity | ooked |ike, whether there
was any endonetriumleft, whether this was all synechi ae.
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What information can you tell me because that may hel p us
resol ve this issue.

DR EG@INTON And al so, since you had a tissue
di agnosi s, you had histology on all of these patients, both
arnms of the study pre-op, how many patients in the study had
what degrees of endonetrial hyperpl asi a?

DR MCAL: D. MCll. W're |ooking at data
right now and we should have that to you relatively quickly
her e.

DR EGQGINTON  The problemhere is really one of
foll owup. To rephrase or paraphrase what Dr. Shirk has
said, if we're afraid that these wonen who have endonetria
hyper pl asi a have an underlyi ng pat hol ogy, an etiol ogy for
that and they get ablation and they di sappear fromfoll ow up
because they're not bl eedi ng disastrously anynore, we may
very well alter the natural course toward neopl asia for
t hose patients.

Ve may alter it or we may fail to pick it up when
it's early in the course as characteristically, a wonan who
is not ablated, she doesn't get away from us because she
bl eeds all the time and we pick her up early. If this wonman
isn't bleeding all the tinme then we'll |ose her.

Can | ask another question on the
contraindications? A patient with active genital infection
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at the tinme of procedure. Can we nake that nore specific?
Does that mean vagi nosis? Does that nean clinically
insignificant yeast in the vagina? Does that nean herpes
all over the vulva? | nean, what does that really nean,
active genital infection? Wat do you envision? Wo's
contrai ndi cat ed?

DR LCFFER | think prinmarily those patients that
m ght have a gonorrhea or chl anydi a.

DR EGINION Is it arequirenent in the
| abeling, then, that a patient have sone sort of DNA probe
testing before the procedure?

DR LCFFER  Loffer. That's certainly not
standard practice for endonetrial ablation as it's currently
practiced. | think it's just the obligation of the
physician to assess the patient and to, if they reason to be
concerned, to rule out or verify that she doesn't have an
active infection.

DR EGINTON But the peopl e who now do
rollerball therapy are exceedingly well trained,
experienced, highly skilled clinicians who investigate their
patients |ike crazy before they do this procedure. And now
we're tal king about a balloon that every yo-yo in the
country can stick in the uterus in the office w thout any
pre-op evaluation. That's really what we're tal ki ng about.
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So we need to--1"mnot arguing, but to protect the
patients, we need to spell sone things out. W're talking
about protecting real wonen here. These are real wonen's
lives. Sonmebody needs to tell all these people howto
protect these wonen from bei ng har ned.

DR LOFFER Wat | didn't indicate in ny answer,
whi ch | thought was self-evident, was pelvic inflammatory
di sease. That al so woul d be i ncl uded.

| woul d personally see no problemw th specifying
gonorrhea, chlanydia or active pelvic inflammatory di sease,
for the yo-yos.

DR BLANCO Licensed yo-yos.

DR EGQINTON Mst of themare |icensed, yes.

DR LCOFFER M/ nmain current interest is the yo-
yo.

DR BLANCO For protection, it would seemto ne
that the nore general statenent is nmuch nore protective. |If
you want to be specific, |I think you could say an active
genital infection at the tine of the procedure, such as
salpingitis, pelvic inflamatory di sease, chlanydi a,
gonorrhea and if there are others that we can think of. But
| guess | wouldn't want to just say salginitis, sonething
like that, and then have a big old herpetic |esion or
sonething right at the cervix and use this procedure,
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although it may be perfectly safe--1 don't know.

But | |like the general statenment and then if
anything, just add a couple of specifics where it nakes
cl ear sense that we shouldn't be doing it.

DR EG@INION That's what |'masking for, is sone
specifics to be added. The people who are doing this right
now obvi ously know what to do and what not to do but not
everybody in the future is going to know t hat.

DR PERLMJUTTER Gary, what if you nodified it to
say active upper tract genital infection? Then your
vaginitis and your vagi nosis woul d be excl uded.

DR EQ.INTON Does that nake sense to everyone?
Cervicitis?

DR BLANCO | would say you' ve got to include the
cervix, too.

DR MAPLES: | think you have to say cervicitis.

DR EG.INTON  How about--we haven't heard any
di scussi on about herpetic |esions, active herpetic |esions.
Does anybody have any feel for that? Any of the
investigators have any feel for that?

DR MAPLES. They were excl uded.

DR EGINTON Is that one of the exclusions,
active herpetic |esion?

DR BLANCO  Yes.
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DR PERLMJUTTER Gary, Lillianis willing to go
and get the IUD wording on this to see how that is worded
because this is not that dissimlar fromthat.

DR EGINTON  Exactly.

DR YIN It's exactly the sane thing.

DR EGINTON  Sure.

Yes, sir?

DR GRAINGER Dave Grainger. You d asked sone
questions about the hysterectony speci nens. The four
patients that underwent hysterectony that were treated by
UBT, in one, the endonetriumwas barely visible, being |ess
than 1 mllimeter in thickness and descri bed as weakly
proliferative. In the second one the endonetriumwas not
descri bed but there were fibroids present. In the third,
the endonetriumwas .2 mllimeters in thickness and in the
| ast patient the endonmetriumwas .1 mllineter.

DR PERLMJUTTER Wat period of time fol |l ow ng
abl ation therapy did these hysterectomes occur? Do you
know?

DR GRAINGER The first patient that | descri bed
had conpl eted a year.

DR PERLMJUTTER That was the .17

DR GRAINGER Yes. I|I'msorry, 1 mllineter.
These were mllineters--1"msorry.
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The second patient had a hysterectony after her
si x-nont h fol | ow up.

DR PERLMJUTTER That's the one with no lining
not ed but she had fi broids?

DR GRAINGER Fibroids. And actually the uterine
volume at the tine of that--at the tinme of the UBT, the
uterine volune was greater than 30 cc's but the procedure
was done we just 30 cc's in the ball oon.

And the third patient had UBT on 5/11/96 and had a
hysterectony one year later, 5/2/97. That was 2 mllinmeters
of endonetrium The fourth patient was treated on 5/29/96,
had a hysterectony in Novenber. So from My to Novenber.
That was 1 mllineter in thickness.

DR PERLMJUTTER Wre there intrauterine adhesions
with the synechiae? 1|s this |like an Asherman syndrone?
Because there was one of the reports in here that discussed
adhesions anteriorally and posteriorally and never said
where those adhesions were so | didn't know. | assune they
were intrauterine but it didn't say that.

DR LOFFER The nore the surfaces are disrupted,
by whi chever techni que, the nore chances of scarring. There
appears to be less scarring with the therno bal |l oon because
it doesn't really disrupt the surface. |t doesn't create
open ar eas.
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DR PERLMUTTER So if we needed to do a D&C

afterwards it's not going to be that difficult to do?

DR LOFFER  To answer your question in a slightly
different way, you probably woul d eval uate the patient by
ul trasound. You should be able to do an endonetrial bi opsy
and hopefully a D& | don't think anybody coul d prom se
you that but these cavities tend to stay open--1 nean the
UBTS.

DR GRAINGER Just to follow up on what you were
tal ki ng about, the adhesions anteriorally and posteriorally,
t hose were pel vic adhesions and not intracaviteric
adhesi ons.

DR PERLMUTTER  Thank you

DR EGQ.INTON  Any ot her discussion of
contraindi cations?

DR SH RK Wit about sterilization or
contraception? | guess that's another issue.

DR PERLMJUTTER That's not a contraindication

DR EGINTON  That is question 7, inmmediately
after. W could certainly include that.

Any ot her di scussion of contraindications anybody
wants to bring up?

Ckay, question 7, Dr. Shirk.

DR SHRK | think basically the question here is
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basically the risk of pregnancy or the neans of
contraception after an endonetrial ablation procedure.
Certainly this is not a sterilization procedure. Severa
pati ents have gotten pregnant after endonetrial ablation.
It creates significant problens or can create significant
probl ens with these pregnanci es.

So the issue cones down to if a | arge nunber of
patients have the procedure and opt not to get sterilized,
at what risk are these patients of having abnornal
pregnanci es that woul d i nclude increased risk of
m scarriage, increased risk of problens wth utero-placenta
profusi on and/ or increased risk of placenta accreta at the
tine of delivery?

Probably we've denonstrated that all of these
above are possibilities in these patients and | guess the
question is how do we deal with this issue regarding
contraception or contraceptive warnings in a patient that's
had t he procedure?

DR EGINTON  Dr. Perlnutter?

DR PERLMJUTTER | woul d assune that would go into
a warning section. Patients should continue contraception
or be sterilized.

DR EGINTON  Is that sufficient? Dr. Chatman?

DR CHATMAN | don't think it's sufficient. |
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think that intrauterine growh retardati on and all kinds of
ot her pregnancy-rel ated probl ens can be foreseen reasonably
to come fromthe |ack of contraception used with patients
who have this technique done. So | think it should be
sonmet hing much stronger than that. |'mnot sure what,
though. W can't insist that people get sterilized.

DR SHRK Certainly it should be a
recommendation that sterilization--that if a patient's not
been sterilized that they strongly consider it with the
pr ocedur e.

| mean, the real issue here is that the procedure,
whether we like it or not, is going to becone essentially a
cosnetic type of procedure. W' re obviously tal king about
issues but inthe reality of this world, none of us are
nai ve enough to think that this procedure is not going to be
used significantly for nonpathol ogi cal situations and |
think it's going to essentially expose a | arge popul ati on of
worren to sone potential reproductive problens that so far
t hey' ve not been exposed to and certainly could be a
significant nedical-legal issue dow the line, not only for
t he conpani es.

So | think it's certainly a big issue that we
don't need to just gloss over.

DR EG@INTON  Dr. Mapl es?
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DR MAPLES. Can we be nore specific in terns of
the | abeling, just saying you advise sterilization, but
actually outline every one of these potential conplications,
soit'sinthe labeling? Wuld that help clarify for the
physi ci ans?

DR SHRK | think certainly a warning that
severe pregnancy conplications nmay occur--

DR MAPLES: Such as.

DR SHRK  Yes.

DR EAINTON Dr. McColl.

DR MCOAL: MColl. Qurrently in the labeling
that we've submtted, this is not under a warning section
but we have listed significant issues wth pregnancy and
pregnancy followi ng endonetrial ablation, et cetera, so that
part has been put into the labeling in the present form
right now It's not in the warning section but it is in the
| abeling at this tinme.

DR ELI SA HARVEY: The panel nenbers shoul d al
have a copy of the labeling in their folders that they can
refer to.

DR MCAL: | think it's at page 12. It says
"Pregnancy followi ng endonetrial ablation is rare but can be
dangerous. The risk of placental inplantation
abnornal i ties, spontaneous abortion and/or fetal
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nmal formations nmay be increased after ablation. Patients who
carry to termnay be at higher risk of placental accreta.
Patients who becone pregnant after any abl ati on procedure
shoul d be appropriately and thoroughly counsel ed. For non-
sterile patients contraceptive should be continued foll ow ng
any endonetrial ablation, including uterine balloon therapy,
even if menstrual flowis elimnated conpletely.”

DR MAPLES: | think that's very specific.

DR MCAL: In bold print, "UBT cannot be
considered a sterilization technique."

DR EA@QINTON Dr. MCGoll is reading fromthe
thermal ball oon abl ati on system nmanual for the provider,
which is good. | think--

DR MAPLES: | think that's very good.

DR EG@INTON It would be good to include that
sane wording in the patient brochure, | think is what panel
nmenbers are tal king about .

DR SHRK Raght, I think the patient brochure
needs to--the patient information on this procedure has to
i ncl ude significant warnings about pregnancy and the hazards
about pregnancy.

DR EGINION  So if that statenent fromthe
manual were included in the patient brochure, woul d that
satisfy the panel nenbers?
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DR MAPLES: | think it would be too nedical.
think it has to be brought down to a proper |anguage for
patients to understand.

DR BLANCO Well, this is what it says for the
patient in the brochure. "Can | get pregnant after
treatnent?" It's in a box. "This therapy should not be used
if you ever want to have children. |In fact, pregnancies
after abl ation can be dangerous for both fetus and not her.
However, since there's a slight chance that pregnancy coul d
occur, contraception or sterilization nust be used after
treatnment."

DR EGINTON  Is that strong enough?

DR SHRK | guess the questionis with this, do
we know what the risk of pregnancy is? Is it a slight
chance of pregnancy? | think "slight" ought to be del eted.

DR MAPLES: Since there is a chance.

DR EGINION R ght, cross out "slight."

DR MCAL: MColl again. | guess the only
comment is we haven't had any pregnancies fromthe | DE study
to cooment on. In fact, the international studies, the sane
thing. So | can't give you data to support, one way or the
ot her, what that percentage is.

DR EGQ@INTON W have three in our department
after rollerball.
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DR CHATMAN  The "slight" tends to mnimze the
risk and I think | agree with Dr. Shirk.

DR BLANCO Delete the "slight."

DR EGQ.INTON Does that satisfy people, delete
the "slight"? Ckay.

DR PERLMJUTTER However, before you | eave that
page in the patient brochure, and that's page 2 on the
patient brochure, in panel 3, the second picture, it says,
"The fluid in the balloon is heated to 87 degrees and
mai ntai ned for eight mnutes while the uterine lining is
treated.”

| have a lot of difficulty with the 87 degrees.
Qur institutionis still in Fahrenheit. Wen | first read
this stuff it was sort of |ike 87 degrees, isn't that nice?
It's not that hot. Then I'mgoing, well, how does that
abl ate the endonetrial Iining?

Again we're going to go back to the | ocal yokel
who's going to be using this device--

DR BLANCO The yo-yo.

DR PERLMJUTTER | think that the 87 degree is
msleading in the patient brochure and | think it's very
m sl eading in the physician brochure and 1'd like to see
that either given both in Celsius and Fahrenheit or only in
Fahrenheit. This country has not converted over to Cel sius

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666




sh

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

184
yet .

DR EGINTON | think everybody agrees with that.

DR BLANCO  Yes.

VW' re down to question 9.

MB. YONG W haven't finished with 8.

DR EQ@INTON h, do we have nore on the patient
brochure? |I'msorry. | didn't mean to rush you. [|'m
sorry.

M5. YONG Yes, | have a couple of things that |
would like to bring up. First of all, |I wuld like to say
that 1'mencouraged--1'd like to say this to the

manuf acturer, that |'mencouraged that we have a device that
has the potential for reducing the rates of hysterectom es.
|'ve been a patient advocate for over 25 years and have been
concerned for a long time about excessive use and possibly
unnecessary use of hysterectony. So, as | say, I'm
encouraged that we have a potential device here that could
reduce those rates.

A couple of points that I'd like to bring up
First of all concerns the wording about |atex sensitivity
and allergy. This is a potentially very serious problemand
there are two things here. | want to nake sure that we all
agree that all wonen in the education group to which this
brochure has been addressed--what are we tal ki ng about ?--si x
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or seven years of education, | think--know what |atex is,
that, in fact, it's a formof rubber and naybe the word
"rubber" should precede "l atex."

The other thing is that | think that there shoul d
be an enphasis, nore of an enphasis about the danger of
|atex sensitivity, perhaps by putting it in a box, as has
been done w th sonme ot her concerns.

The FDA already has latex |abeling required for
nmedi cal devices, which has actually a cautionary statenent
onit, whichis, "Caution: This product contains natura
rubber |atex, which nmay cause allergic reactions."”

So, as | say, | feel that we should give nore
enphasis in the patient brochure on that particul ar area.

| notice that you ve got a bit of white space on
your patient brochure and so |I'd |ike to suggest the
addition of sonething which cane to mnd, which was the
possibility of adding a section on, and |'mjust putting
this in quotes, "Wat potential conplications should | watch
for after the procedure?" And then perhaps nake a statenent
like "Conplications are rare but you shoul d keep an eye open
for" or however you want to word it, for sonething |ike
fever, high tenperature or purul ent discharge or sonething
like that. | just feel that that should be al so included in
the patient brochure.
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CHAI RVAN EGLI NTON: Can we hear again, this serous

di scharge, is that enconpassed in the next 7 to 10 days? 1In
the patient brochure on what we have | abel ed as page 2 on
the far left, the bottomillustration, the text says, "Your
uterine lining has been treated and will slough off |like a
period in the next 7 to 10 days." Does that describe the
upper limt of the discharge that goes on after the
procedure, or is it longer than that? Ch, okay, | see. In
the mddle colum, it talks about a nmonth. Al right. That
has that. Ckay.

Wi | e people are | ooking at the patient brochure
in terns of the wording on contraindications for a patient
with active genital infection at the tine of the procedure,
we have fromthe '95--up to date, the FDA has the 1995 PDR

DR YIN It has never changed.

[ Laught er. ]

CHAl RVAN EGLI NTON: Thi s nmeans that cl assics never
go out of style? Ckay. For the Paraguard T380A
intrauterine copper contraceptive, under contraindi cations,
ltem7, the wording is "untreated acute cervicitis or
vaginitis, including bacterial vaginosis, until infection is
controlled."

DR YIN And that's a drug product. There's no
| UD consi dered as a devi ce anynore.
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DR BLANCO Wuld you read that agai n?

CHAl RVAN EGLI NTON: "Untreated acute cervicitis or
vaginitis, including bacterial vaginosis, until infection is
controlled."

DR BLANCO Not hing about endonetritis?

CHAl RVAN EGLI NTON: Yes, that's a contra-
indication. Postpartumendonetritis or infected abortion in
the past 3 nonths, acute pelvic inflamatory di sease or a
history of pelvic inflammatory di sease. Those are the--
conditions associated with increased susceptibility to
infections with mcroorgani sns. Such conditions include,
but are not limted to, |eukema, diabetes, AIDS, |V drug
abuse, and those requiring chronic corticosteroid therapy,
genital actinonycosis. | was worried about that one.

[ Laught er. ]

CHAl RVAN EGLINTON That's a little nore
exhaustive list than the IUD. Does that |ist sound |ike
overkill?

DR BLANCO That sounds a little too nuch to ne.
| think the ITlUDs going to remain in place, and you' ve got
sonme concerns fromthat. Here you go in, you do the
procedure, and then the foreign object is out. | think we
can gather sonme things fromthe 1UD, but | guess | woul dn't
want to be quite that exhaustive.
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CHAl RVAN EGLI NTON: When we were tal king about it,

we were talking nore in terns of "at the time of the
procedure, such as cervicitis, active herpes, upper genital
tract infection." Does that cover it? 1Is that good enough
w thout going to all of the other wording fromthe |UD?

DR PERLMJUTTER | would say, "A patient with
active upper genital tract infection, acute cervicitis or"--
the wording that you had there--"or vaginitis, until
treatnment,” whatever that wording is, and leave it at that.

CHAI RVAN EGLINTON So it would be, "A patient
with active genital infection"--

DR PERLMJUTTER  "Upper tract."

CHAl RVAN EGLINTON:  --"at the time of the
procedure, such as upper tract genital infection, untreated
acute cervicitis or vaginitis, including bacteri al
vagi nosis, until infectionis controlled."

DR BLANCO That sounds reasonabl e.

CHAl RVAN EGLI NTON: |s that okay? kay. We'll
keep this val uabl e reference here.

DR PERLMJUTTER Well, wait a mnute. Let me just
bounce sone ideas off. Are you going to talk about upper
genital tract infection until it's controlled, or are you
tal king about vaginitis and cervicitis until it's
control | ed?
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CHAl RVAN EALI NTON  That woul d be all incl usive,

have the wordi ng--

DR PERLMUTTER Well, the way you' ve just phrased
it, it's all inclusive.

CHAl RVAN EGLINTON R ght. So we want to nake
sure that all active infections are treated before the
procedure is conducted. Is that fair?

DR NAPLES. Yes.

CHAl RVAN EGLI NTON Ckay. Are we satisfied with
t he patient brochure?

M5. YONG No, | don't feel like--1 haven't had
any reaction either fromthe panel or fromthe nmanufacturer
about those two suggestions.

CHAl RVAN EGLI NTON: | thought we wote those.
Don't we have the--we woul d include the new regul ation,
because there's that new regul ati on about the |latex that has
to go on everything. So that woul d cover the |atex allergy,
| thought.

The ot her suggestion was?

M5. YONG Filling up the white space, with
sonet hi ng about saying--just a little section sayi ng what
potential conplications should | watch for after the
pr ocedur e.

DR MAPLES: Well, it does have a box about what
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are the risks of ThermaChoice. That's not--

M5. YOUNG No, | don't think that covers it.
It's specifically telling the womran that, you know, if | get
a high tenperature, this is sonmething that | should watch
for because of the potential of infection.

DR MCOLL: | certainly think we're very willing
to put that in. | guess the recormendation |'d have is if
you could give us the wording that you would |ike, we'd be
very happy to put that wording in specifically. W're very
wlling to address that issue if that's what you' d |iKke.

VW' re not opposed to it by any neans, | guess is what |I'm
sayi ng.

DR BLANCO | think you would want to--let ne add
another one. | think fever's a good one. The other one
m ght be pel vic pain because the concern would be with a
perforation, and if there's any damage, for sone reason the
heat does conme on when there's a perforation for sone
reason, one of the first synptons woul d probably be pelvic
pain and fever. So |I'd say | ower abdom nal pain, fever,
soret hi ng about maybe excessive di scharge, although trying
to quantitate it in terns of nore vagi nal bleeding than a
peri od--except for these patients, a period is a |lot of
bl eeding. Wat ot hers woul d you i ncl ude?

M5. YONG | was just thinking color of
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di schar ge.

DR BLANCO Like bl oody as opposed to nore
serous?

CHAI RVAN EGLINTON | think that's getting too
subj ective. Abdom nal pain, disturbance of bowel or bl adder
function. Because they're all going to have di scharge, and,
you know, serous, sangui nous discharge is just--that's to be
expected. So I'mnot sure what we're cautioning her to
wat ch for

M5. YONG Well, | just think that, you know,
nornmal |y before an infection, a high tenperature is
sonet hing that may devel op

CHAl RVAN EGLI NTON: Ch, absolutely, fever. R ght,
fever, but I'mtal king about the serious, sangui nous--|
don't know how to characterize a di scharge because they're
all going to have a discharge, and we're not trying to get
themall to call back, only those who are sick

DR PERLMJUTTER And a |lot of them are having
abdom nal pain, so maybe abdom nal pain not controlled by an
NSAI D or tenp. over 100 degrees.

CHAI RVAN EGLINTON We're trying to find the | ady
who has devel oped peritonitis or a perforation or has sone
other irritation, sonething like that.

DR BLANCO Al so, abdom nal pain after 48 hours
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because they said nost of the cranping with within the first
48 hours.

CHAI RVAN EGLI NTON:  Sonet hing that | asts beyond 48
hours, something that's getting worse.

DR PERLMJUTTER Wat are we |abeling this:
"Reasons why you should call your doctor"?

DR BLANCO | think Dony said it. Wat was--

M5. YONG | think that you should foll ow what |
think is a good format where the patient herself is |ooking
at this brochure and she's asking questions. So | just
think that a question--so it should be phrased the sane way,
bei ng what conplications or what potential conplications
should I watch for

DR ZIPPIN O what trouble signs. M nane is
Norma Zippin with Gynecare, and we will certainly
i ncorporate the suggestions that you have indicated. |
think they're good ones. And in order to nmake it sinple and
have the wonmen understand it, one way to say it is: Wat
trouble signs should | look for after | arrive hone or a few
days after the procedure?

M5. YONG Yes, fine.

DR ZIPPIN We'Il think it through. And the ones
that you nentioned, high tenperature, odorous discharge,
sonething like that, and the other ones that you have
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nmentioned are fine. And increasing pain, pelvic pain, we
can include that as well.

CHAI RVAN EGLI NTON: Any ot her comments on the
pati ent brochure? Dr. Loffer, did we answer your--okay.

On Question 9, aside fromany recomendati ons for
the indications and contraindications, do you have any ot her
suggestions for the labeling? | kind of hustled through
this Question 4 since this is the l|abeling here, and what's
made ne think about it is sone of the comments Dr. Shirk has
made. And |'msure | agree with everything he's said in
this regard, but this says that this technique is a
treatment for excessive uterine bl eeding due to benign
causes in wonen for whom childbearing is conplete. But it
doesn't say anything about--and it doesn't define excessive
uterine bleeding. It doesn't define any eval uati on.

| mean, the protocol is very clean. It only
i ncl udes worren who really clearly need this kind of
procedure. But this statenment doesn't really restrict the
procedure to wonen who have sonething nore than just they're
tired of having periods.

DR SHRK If you go to the physician handout
here, there's a thing on pre-treatnent preparation of the
patient, but they don't include in that any of the
recomended workup as to what criteria the patient should be
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exposed to. | nean, basically, the question is: How should
these patients be worked up? Do they just need a pelvic and
an endonetrial biopsy? That's certainly not acceptable for
hyst eroscopi ¢ endonetrial ablation nor is it standard of
care.

Basi cal |y, you know, the protocol for the study
basi cal I y i ncluded either sonographic eval uation of the
uterine cavity or hysteroscopic evaluation of the uterine
cavity. So | think, you know, the uterine cavity certainly
needs to be--you know, sonething needs to be put in there
about that type of appropriate workup.

The other question | would have is basically al
the data that we have on these patients is basically on pre-
treated endonetrium and their statement in here says--
suggests this, but it doesn't state that the patient needs
to be treated. Basically, with the data that we have, do we
have any data supporting that this is an effective procedure
w thout pre-treatnent or nechanical treatnent of the
endonet ri un?

Essentially what it's saying is you can choose to
either do a pre-treatnent or mechani cal treatnent, or you
can choose not to do any treatnent at all. It just suggests
that you do this, and | guess what I'mtrying to say is
their effectiveness data--1 nmean, the data that they
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used, you know, sorme--chosen a nechanical pre-treatnent, but
that we have no data regarding no pre-treatnment of the
endonet ri um

CHAl RVAN EGLI NTON: You're suggesting that this
paragraph as a mninumhas to say that the--has to descri be
what the studi es have done thus far.

DR SHRK Raght. | think that it needs to state
that basically, you know, sone sort of thinning of the
endonetrial lining is recoomended, and al so that there
shoul d be recommendations for evaluation of the uterine
cavity preoperatively. They're just assumng that anybody
is using it understands the rules of the gane. That's
obviously not going to be true. |If you have a nurse
practitioner or a PA doing the procedure, then basically
you' re not going to have the sanme expertise. And there's
certainly nothing preventing this from happeni ng.

CHAI RVAN EGLINTON We're back to ny Dr. Yo-yo
here again. I'mstill troubled in this regard. This is a
treatnent for excessive uterine bleeding. Does it need to
i ncl ude excessive uterine bl eeding not responsive to
standard hornonal therapy or not responsive to sonething?
Does there have to be a statenent here that soneone has nade
sonme reasonable attenpt to control this uterine bl eedi ng
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usi ng standard net hodol ogi es before resorting to this
ablation? O is this okay, that just anybody who self-
defines subjectively that she has excessive uterine bl eeding
is a candidate for this procedure?

DR SHRK Does that nean that everybody wth
fibroids is a candidate for doing this procedure before we
treat the fibroids?

CHAl RVAN EGLINTON R ght. | think we need
sonething nore than just this in the indications.

DR MAPLES. In part of your packet, you wote
that the--sent out the ACOG criteria set for endonetri al
ablation, and in the actions prior to procedure, it does say
determne that the hornone treatnment was not successful as
part of the actions prior to procedure. Maybe we can adopt
sonme of the ACOG endonetrial ablation criteria. In
addition, it says no finding of renedial cause by
hyst eroscopy, is on the endonetrial ablation criteria.

DR SHRK But then that sort of defeats the
pur pose of the balloon, that basically now you' re condemi ng
t he procedure back to those individuals that can only do
hysteroscopy. | nean, | think saline infusion and
sonogr aphy probably is equal to--

DR MAPLES. Ckay.

DR SHRK But, | nean, | think--
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DR MAPLES. You have to do sone kind of
eval uati on.

DR SHRK You' ve got to do sone eval uati on.
nmean, sone eval uation of the uterine cavity, including an
endonetrial biopsy, to rule out precancerous di sease, and
al so you need to do sonething to rule out other existing
pat hol ogi es that woul d not be covered. But | think it
shoul d be stat ed.

CHAl RVAN EGLINTON Dr. Perlnutter:

DR PERLMJUTTER Then that brings nme back to the
contraindi cati ons section, because, in fact, they didn't do
anyone with a septate uterus and they didn't do anyone in
which the uterine cavity was distorted by nyonas.

Therefore, that should be in the contraindications section
since we have no information on that.

CHAI RVAN EGLINTON  Dr. MCol | ?

DR MCALL: | just want to point out, to
reverberate that the contraindications section, if |
understand correctly, is mainly geared for safety issues.
VW have listed in the precautions for the device--it says
the safety and efficacy of this device has not been studied
in patients w th subnmucosal nyonas, bicornuate or septate
uteri, or previous endonetrial resection ablation. | think
we have addressed that.
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As one foll owup, obviously the diagnosis, of
course, of those would require sone sort of nethodology to
do that.

CHAI RVAN EGLINTON:  It's not stated in your
brochure what those nethodol ogies are, and | think it shoul d
be.

DR MOCAL: | guess typically we haven't put in
our | abeling how to nmake physici ans nake di agnosi s of
things. W tend not to try to do that in our own | abeling.
Certainly we're open to listening to di scussion about that,
but we try not to get into the actual practice of how a
physi ci an does their actual diagnosis of their work.

DR CHATMAN It woul d be easy for sonebody to
interpret this to nmean, though, excessive uterine bleeding
due to benign causes in wonen, any filling defect could be
treated. Any filling defect in the uterus could then be
theoretically treated. So sonething should be said to
elimnate those patients frombeing treated here.

DR MCOLL: |I'mjust restating the precautions.
| guess | would just go back and | ook at the precautions
line. W have specifically addressed that in the
precautions statenent.

CHAl RVAN EGLI NTON: What page is that on, Dr.
McCol |, the precautions?
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DR CHATMAN It's on page 5.

DR MCOL: It's page--it's just bel ow the
warning. | have it as page 2 on mne. Hopefully we're
| ooking at the same one. Unfortunately, ny copy doesn't

have the pages witten at the bottom It got cut at the

copy site.
CHAl RVAN EGLI NTON: Thank you. It's on page 5.
DR MCOLL: It's inmrediately after the warnings
section. |It's warnings and then precautions.

CHAl RVAN EGLINTON Dr. Shirk, do you think we
should alter this statement of indications? It's very
sinple, just a few words, one sentence. Do you think that
needs to be a nore conplicated sentence that includes
sonet hing nore specific than just excessive uterine
bleeding, or is it okay just to have it describe in the next
par agr aph about treatnment of excessive uterine bl eeding and
so forth in the manual ?

DR SHRK The only thing you could put in there
is, you know, without denonstration of pathology. | nean,
beni gn uterine bl eeding w thout denonstrated pat hol ogy,
which is what we're tal king about, is that 200,000 peopl e
year that get hysterectomes w thout denonstrated uterine
pat hol ogy because it's not applicable to fibroids or
endonetrial polyps or patients with other endonetri al
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abnornalities.

CHAI RVAN EGLINTON  So you would say it's a
treatment for excessive uterine bl eeding due to benign
causes w thout denonstrated uterine causes?

DR SHRK Right.

DR MAPLES: Werine pat hol ogy.

CHAl RVAN EGLI NTON: W eri ne pat hol ogy.

DR SH RK Denonstrated uterine pathol ogy.

DR MAPLES: In premenopausal wonen.

CHAl RVAN EGLI NTON: That stinulated a | ot of
comment. Dr. Spirtos is quickest to the m crophone.

DR SPIRTGsS: | just have one question. | think
that if you nake that a broad | abel, the first thing that
comes to ny mnd is adenonyosis. It's obviously pathol ogy.
It's a diagnosis of exclusion, and you couldn't exclude it.

DR BLANCO It's not denonstrable.

DR SPIRTCsS: Rght, it's not denonstrable. But
if you say only in a uterus w thout pathology, and if you're
suspi ci ous of adenonyosis, with a gl obular uterus or
t hi ckness of the nyonetrial wall--

DR SH RK But we're saying denonstrated
pat hol ogy. Ckay? So, | nmean, it's not denonstrable.

DR SPIRTCS: So it's suspected.

DR BLANCO Well, | like the indication to be
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sinple. | like the sinple sentence with the prenenopausal,
have it on here, and | think it may be--1 think there does
need to be a definition of what excessive bleeding is.

think that in the study it was very nicely done. It doesn't
have to be that scientific. But whether it's the ACOG
definition or sone definition, I do think we need to define
it. The appropriate place for that, and also to address the
fibroids, mght be to nove the statenents or |eave them
under precautions, but in the next heading, treatnment of
excessi ve uterine bl eedi ng, where they tal k about what it
can cause, they can delineate what this study has not
addressed on here, and it can al so have a definition of what
i s excessive uterine bleeding that goes in fromthe

i ndi cati on.

DR SHRK | think there are a | ot of wonen who
woul d probably agree and di sagree as to what you define as
excessi ve uterine bl eeding over what we woul d nedically
agree or disagree.

DR BLANCO Weéll, I"'mnot giving you--1 didn't
know the definition. | just said we need to add it.

DR SHRK So how do you define it?

DR BLANCO | was hoping you' d have that.

CHAl RVAN EGLINTON Dr. MeCol | ?

DR MOCAL: | guess | can agree with the concept
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of trying to keep the indications sinple. Wat we' ve done
in the way we've done the |abeling was we followed it up
with the treatnment of excessive bl eedi ng statenent just
follow ng that, which states that patients should be

eval uated to determ ne the cause of their excessive uterine
bl eedi ng before any treatnment option is initiated.

DR SHRK But I still think you need to define
that the uterine cavity needs to be evaluated, and so |
guess what I'mdriving at is | think we need to put
sonewhere in there, as far as pre-op workup, whether we're
doing it in the way that we change this statenent of
indications or that we put sonething in the pre-op
eval uation situation there, you know, that we achi eve the
goal. M choice would be to | eave the pre-op indications
where they are, but basically state, you know, in this pre-
treatnment thing that either hysteroscopy or saline infusion
sonography is recommended. | nean, that's--1 nean, | know
you don't want to dictate how sonebody's treating it, but
that's the only two ways you' re going to adequately--wth
endonetrial biopsy, adequately evaluate the uterine cavity.
| think it needs to be stated sonmewhere in your literature
that that's what needs to be done.

DR MCOLL: It's possible we could--this mght be
a suggestion for you, is that in the section follow ng
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i ndi cations--and we've nade the statenment that patients
shoul d al ways be eval uated to determne the cause of their
excessive uterine bl eeding before any treatnent option is
initiated, you know, which nmay include hysteroscopy or
sal i ne infusion, ultrasonography or sonething.

DR SH RK  Shoul d i ncl ude.

DR MCALL: Shoul d i ncl ude.

DR BLANCO Wll, no, I'mnot going to agree with
that, because | think--with the "shoul d include," because I
think then it defeats the whol e purpose of this particular
instrument. You know, okay, it may not work for subnucous
fibroid, but what have you done and how nmany people mght it
hel p. And does everybody have to have a hysteroscopy or a
saline ultrasound before they get anything done? | nean,
this essentially limts it again to whatever--sonmebody
quoted 10 percent, or whatever, center where things can be
done, and | don't think that that's what | would like to
see. | think basically the whole point of this is to offer
an alternative to wonen that doesn't have to go through al
t hese ot her heavy procedures before you can do sonet hi ng
with their nenorrhagi a.

| very much would like to see--and I'Il| just be
very plain. | also wuldn't want to see this used
inappropriately in patients who for just cosnetic reasons
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are tired of having their periods and so they go in and have
it. Sol aminterested in having a very clear definition
that they have to be bl eedi ng excessively, but | woul dn't
want tolimt it to purely having to have fairly

sophi sticated things before it can be used. | don't know
that | can do it.

There are ot her ways, and you can | ook for
fibroids, and you can | ook for sone of these things. It
doesn't have to be that they have to have this before you
can use this instrunent.

DR SHRK The bottomline is saline infusion
sonography is about as sinple a procedure as you want to do.
It doesn't take a rocket scientist to do a saline infusion
sonography. |If you're going to thread this balloon in,
there's no trick to thread a pediatric catheter into the
uterine cavity. | mean, it is--you know, | think that
still, I think the criteria still is that we need sone
eval uation of the uterine cavity. | don't know how el se to
achieve it. | mean, if you can do the endonetrial biopsy,
you can do a saline infusion sonography. It's not that big
a procedure.

If the patient ordering--I mean, you can al so
order it; certainly radiologists can easily do a saline
i nfusi on sonography. | don't see it as that big a test.
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CHAl RVAN EGLINTON Dr. Grainger?

DR GRAINGER That presunes, of course, that you
have a $40, 000 ul trasound rmachine in your office, and | just
don't believe that general gynecol ogi sts have that equi pnent
readily available to them

CHAI RVAN EGLI NTON: No, but the patient's managed
care conpany has a contract with a radiology group in the
peri phery sonmewhere. They can do it.

DR GRAINGER But the other concern that | have
about this discussion, these are really practice guidelines
that we're tal king about, and I don't believe that--you
know, nmaybe | just have nore confidence in ny fellow
gynecol ogi sts nati onwide than | get the feeling of here, but
| believe that gynecol ogi sts in general can nake--can
excl ude nal i gnancy, pre-nalignancy, and as stated in the
precautions, fibroids. Now whether they choose to do that
with--and I would say nost of these patients have had an
ul trasound exam nati on of sone kind, not necessarily saline
hyst er ogr am

DR SHRK But it's not going to be gynecol ogi sts
that are doing it. It's going to be famly practitioners
and PAs that are going to be doing it. | nean, this takes
it out of the gynecol ogist's hands. There's no question
that this procedure will take endonetrial ablation out of
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primary care physician and basically his scope of treatnent,
whi ch includes the PAs and the nurse practitioners. So,
nmean, | think you' re--1 nean, you have to understand who's
goi ng to be doi ng the procedure.

DR BLANCO Weéll, let ne add sonething to that
because what you said is not quite what the paper says.
There's a difference. Wuat you said is howto evaluate if
t hey have nyonas and not use it, and that's not what the
paper--what the precautions say is that the safety and
efficacy of the device has not been studied in patients with
subnmucosal nyomas, et cetera. So it doesn't say anywhere
that they shouldn't use themor that they shoul d eval uate
whet her those are present beforehand. So it's a little
different fromwhat you said.

CHAl RVAN EGLINTON: Wel |, if we expanded this
sentence--if we added anot her sentence for indications,
could we have two-sentence indications? |f we had anot her
sentence and we |ift it fromthe next paragraph, treatnent
of excessive uterine bleeding, we lift the sentence that
says, "Patients should al ways be evaluated to determne the
cause of their excessive uterine bl eeding before any
treatment optionis initiated,” if we edited that just
slightly and lifted it up, said "should be evaluated to
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determne the cause of their excessive uterine bl eeding"--
"Patient shoul d always be eval uated to determ ne the cause
of their excessive uterine bl eeding and hornonal therapy, if

appropriate, exhausted,” or sonething |like that, "before

ablation is initiated.” Sonething that indicates that
there's sonething nore than just the |ady says, "I'm having
too much bleeding." It requires sonme eval uation, w thout

dictating practice guidelines, wthout saying what shoul d be
done, without saying exactly how she has to be treated, but
indicating to the mllions of primary care physicians and
their physician extenders in their offices that something
nmore than just the | ady says she bl eeds too nuch is
necessary before you undertake this. Because everybody who
practi ces nedicine knows that Dr. Shirk is right. In the
managed care revolution, that's exactly where this techni que
is going. It's going to the primary care office. And we
have to protect the wonen fromthose who are | ess wel |
educated than the average gynecologist. | agree with Dr.
G ainger. The average gynecol ogist is not going to--is not
as likely to msuse this because of ignorance, but a lot of
primary care people are going to msuse it not because
they' re bad people but they're ignorant.

DR SHRK | guess ny question about putting sone
practice guidelines on there, how many times do you get a
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Pap snear result back and it says recomrend bi opsy or
recomrend col poscopy. | mean, is this any different than
putting sonmething on a label like this that's basically to
recoomend? How is that different than the pathol ogi st
putting on a Pap snmear report recommend col poscopy or
recomrend bi opsy? Wuld you argue with the pathol ogi st
doi ng that?

DR MAPLES: Yes. Sonetines | do.

DR SHRK \Well, obviously, directed at you,
probably. But directed at a primary care physician, it's a
whol e different gane.

CHAI RVAN EGLINTON Dr. Perlnutter?

M5. YONG Could we nove on to other suggestions
for | abeling?

CHAI RVAN EGLINTON:  Dr. Perlnutter nmay stab you
with her ball poi nt pen.

M5. YONG |'msorry. You're still on--

[ Laught er. ]

CHAIRVAN EGLINTON | think it's tinme for a break,
and we'll be back. We'll clear our brains and come back in
10 m nut es.

[ Recess. ]

CHAI RVAN EGLI NTON:  Let's go ahead again, pl ease.

D ony Young had some ot her comments on 9.
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M5. YONG First of all, when | was going through

the labeling, |I did notice quite a |ot of typographical
errors and soon, and I wll bring one to your attention.
(On the post-treatnment, 5.5, you' re suggesting discarding the
catheter and retaining the unbilical cord and disinfecting
it for the next case. | think that's supposed to be cabl e.

| have two points that | wanted--one thing, Dr.
Harvey earlier raised this issue, and | imredi atel y--1 had
t hought of the question already. How often can this
procedure be used on one worran? And within what tine period
can it be reapplied? And it was nentioned in the
international study that repeat ablations were done, and I
just wondered if it was appropriate to include in the
| abel i ng sonet hi ng about reapplication of this particul ar
procedure. That was one item

The other was really a format one. On page 19,
under the system| abeling, you have in bold, "Do not
autoclave." W' re talking about cleaning sterilization now
And | just felt, as | was going through the |abeling from
beginning to end, that it would be nore appropriate, because
of the inportance of cleaning and sterilization, it would be
nore appropriate to perhaps put that--and obviously you
consider it inportant as well because you have it in bold on
page 19, to put that section after post-treatnment. | think
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that would be a nore suitable place to tal k about cl eaning.

Those were just the two things that | wanted to
raise.

CHAI RVAN EGLINTON  Dr. McColl, do you have
sonmet hing to say about that?

DR MCOL: I'mjust trying to get clarification.
How we' re phasing in our physician |abeling on howto clean
the device, is that what you're specifically speaking of?

M5. YONG Yes, that information is given there,
but | feel it's sort of lost. It's way toward the back of
the | abeling area under system and | felt it should be
further forward, closer to...

DR MAPLES. dean the unit? You' re not touching
the patient with it.

M5. YONG Ckay. | nean, | was just raising it
as a possibility. | just felt that cleaning it in between
patients was an inportant point that should be given earlier
nmention. That was all.

CHAI RVAN EGLINTON | think it's in the section
that begins on page 17 in our booklet, page 16, title
"Mai ntenance." So, for continuity, I'"'mnot sure that flows,
nmoving it forward to the part about the patient. |
understand your point, but it is in the back of the
panphl et, in the back of the manual under "Maintenance," and
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probably is nore cohesive if it's kept with all the other
mai nt enance procedures, | would think. Do you think that
it's satisfactory to leave it back there? It's maintenance
of the equi pnent.

D. MColl?

DR MOQOOLL: Just for a clarification, | think we
actual Iy have described that in a different part of the
| abel i ng which you mght--if you | ook on page 5, nuch
earlier, on page 5, wunder "Directions for Wse," at 1.2 it
says, "D sinfect unbilical cable as described at the end of
this manual ." So they could certainly reference back to
that, and it has been brought to the very begi nning of the
docunent .

DR PERLMJUTTER Dr. MColl, can you just describe
to ne what is disposable inthis? It's the catheter plus
that handl e pi ece where the cable cords go on? The
description here tal ks--

DR MCOLL: Unfortunately, | don't have an
overhead. | could get ny slide out. That's probably the
best way to do it. But--

DR PERLMJTTER Is this piece over here on page--
"Directions for Use."

DR MQCOLL: Yes.

DR PERLMUTTER Were the cabl es get attached.

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

212

DR MCAL: Raght. It's actually--

DR PERLMJUTTER |Is that piece di sposabl e where
your control valve is?

DR MQCOLL: There's actually two--it |ooks |ike
lines here or cables. ne's actually what's called a
pressure line, whichis atubing. It's a poly tubing, |
think. And the other one is actually an el ectrical,
reusabl e cabl e that connects the el ectrical conponents to
the controller and to the device. So the electrical cable
is disinfected and cleaned, and that's reused. The pressure
line is actually part of the single-use device, which
actually i s connect ed.

DR PERLMJUTTER And | guess what |'m asking you
is you refer to the disposable catheter, but the catheter is
nore than just the catheter. It's also the piece that's got
the cable entries init?

DR MCAL: No, this--

DR PERLMJUTTER  You're shaki ng your head no, and
you' re shaki ng your head yes.

[ Laught er. ]

DR MCOL: Wen you use the word "cable,” we use
unbi i cal cable which has electrical wires inside of it.
That's a cable. kay? Wat is--

DR PERLMJUTTER Al right. The cable and the
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pressure catheter, the pressure--

3

McQCLL: Pressure |ine.
PERLMJUTTER Pressure line.
MCCOLL: Is a tubing, pressure tubing.

PERLMUTTER  Get plugged into a piece.

3 3 % 3

MCOLL: R ght, two different pieces next to
each other. That's correct.

DR PERLMJUTTER Two different pieces.

CHAl RVAN EGLINTON: |f you | ook at your D agram A
it has a balloon catheter. That's disposable. The ball oon
catheter originates froma controller handle. That's
di sposabl e.

DR PERLMJUTTER Ah, that's what | wanted to--

CHAIRVAN EQLINTON |s that true? |Is that true?

DR MCAL: I1'mjust hoping | understood exactly
what you said. The cable itself is reusable.

CHAI RVAN EGLI NTON: No, forget the cable.

DR MCOL: Ckay.

CHAI RVAN EGLINTON:  Start fromthe balloon tip.
The ball oon and the catheter for the ball oon are di sposabl e;
correct?

DR PERLMJUTTER Is that all one unit with the
handl e t here?

DR MCAL: Wuld it be helpful if I walk over
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and explain it to you?

DR PERLMJTTER Yes, please. This up to here, is
this all one piece?

DR MCOL: That's all one piece.

DR PERLMJUTTER Including this?

DR MCALL: Including the tube that goes with
the--all this is one piece right here, and the tubing is, in
fact, connected that and cones w th the package.

DR PERLMJUTTER This is your--

DR MCOLL: That's reusable. That's the only
part - -

DR PERLMJUTTER Reusable. And this whole thing
is changed with each patient?

DR MQCOLL: Yes.

DR PERLMJUTTER Fine, thank you.

M. YOUNG Could I have an answer to the first
question that | asked about how often can this procedure be
repeated in a woman and how frequently?

CHAI RVAN EGLI NTON:  Does anyone have any feel for
t hat ?

DR M COLL: The answer is--how frequently can it
be done? 1|s that the question you're asking?

MB. YONG How often can it be used in one wonan?
And within what time period can it be reapplied in the sane
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wonan?

DR MCOL: The answer is thisis a single-tinme
treatment, nuch |like endonetrial ablation. 1It's a one-tine
treatment that's used.

M5. YONG | understand that, but also |
understand that it was--in the international study it tal ked
about repeat ablations using this technol ogy.

DR MCOLL: The answer is, much |ike endonetri al
abl ation, there have been cases internationally perfornmnmed
where the device has been applied on a patient a second--
original failure and applied to a patient wth good success
afterwards. But we have not done that at all in the United
States study. MNone of the IDE study covered that at all.

So we have not addressed that since we don't have the data
fromthe PVA study to nmake comrent on that.

So the answer is it has been done. It has been
done in our international studies, but it has not been done
in the PVA study, and that's why it was not addressed here.

M5. YONG \Vell, you see, | wondered whether this
shoul d be nentioned in the | abeling, because, in fact, if it
hasn't been done here, then you woul dn't be reconmmendi ng
that, in fact, it be done because you don't have the data to
say what the results would be. And so, therefore, don't you
think that gynecol ogists or clinicians who are going to use
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this should know whether or not--say they had a failure in
Ms. S and six nonths later they mght think, well, you
know, I'Il try it again; it didn't work the first tine, 1'l|
try it again?

M. DOMECUS: Can't the data fromthe
international study be used to at |east suggest sone
| anguage?

DR MCAL: |I'mnot sure how you mght want to
have that |anguage suggest it. Do you have a recommendati on
on what you're requesting?

M5. YONG Vell, we could probably conme up with
sone. | nean, | just sort of threwit out because it was a
question that came to ny mnd as | was going through the
material, and as | say, | think the clinicians should be
given sone direction as to whether they should or shoul d not
repeat this within 4 nonths or 6 nonths or 2 years or not at
all.

DR BLANCO Well, depending on how you wanted to
say it, you could say there is |[imted data to support the--
| guess "reuse" mght confuse the issue, but--a repeat
procedure, there's limted data to support the perfornance
of repeating the procedure on the same patient who failed.
Sonething to that effect.

DR PERLMJUTTER Does that belong in |abeling, or
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is that sonmething that we do by reading the literature?

CHAI RVAN EGLINTON O is that in training?

DR PERLMJUTTER O in training. Does that really
bel ong in | abel i ng?

CHAl RVAN EGLINTON:  It's a negative statenent.
There are no data. There are lots of things on which there
are no data. | don't knowif we need to include sonething
t hat has no dat a.

DR BLANCO | guess the concern is, would the
panel like to see--and I"'mgoing with what D ony was sayi ng.
Wuld they like to see, if sonebody fails, the ability for
the physicians to use this 6 nonths later on the same
patient? O would we |ike sone statenent that says since we
don't knowif it's effective, we shoul d nmake--naybe the
statenent should be stronger. Maybe the statenent is this
IS a one--you know, this procedure should only be utilized
once on a patient until nore data on repeated utilization is
gathered. If you want a positive statenent, you can do it
t hat way.

CHAl RVAN EGLI NTON What do you think, Dr. Shirk?

DR SHRK Again, | think that there's good data
inthe literature which suggests that repeat ablation
hysteroscopically is of benefit. And | think at this point
we don't have any data, but there's no data to suggest that
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we shouldn't do it either. | think it's a point probably
that--you know, just |eave open-ended, don't address at all.

CHAl RVAN EGLI NTON: Just leave it to clinicians'
di screti on.

DR SHRK D scretion, right.

CHAIRVAN EGLINTON  Dr. MeCol | ?

DR MOQOLL: Just as a comment here, we have
listed in the precautions that safety and efficacy of this
devi ce has not been...in previous endonetrial resection
ablation. | nean, whether it's by balloon or whether it's
by any other type of ablation, we haven't nmade a comment.
V¢ just don't have the data yet really to support--enough
data. W have snmall nunbers, but | think it's too early to
make comm t nents.

DR MAPLES. | agree with that.

CHAl RVAN EGLINTON: Diony, the clinicians aren't
troubl ed as nmuch by that. 1s that acceptabl e?

M5. YONG |'Ill trust the clinicians.

CHAl RVAN EGLINTON Dr. Harvey is pronpting ne
here. There were sone additional points that were just
listed here. |Is there anything further on cervical cancer
or Pap smear issues that we need to include? W talked
about cervical cancer. W tal ked about endonetri al
hyperplasia. |Is there anything el se that anybody wants to
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say about cervical cancer or Pap snear issues? Abnornal Pap
smear preclude this? Please don't say that. | sat through
an interm nabl e FDA session on abnornmal Pap snears earlier
this year.

No enthusiasmfor that? Dr. MColl, don't ask a
question that's going to cause nore di scussion.

[ Laught er. ]

DR MCOAL: It's only data.

CHAl RVAN EGLI NTON  Ckay. Dr. McColl, go ahead.

DR MCOLL: During the lunchtine you asked us to
try to put together some very quick nunbers on our uterine
I engths and things, and | have to say thank you to Dr. Downs
because we did present the wong data trying to put that
toget her very quickly at lunchtine on those snmall nunbers.
W have had a chance since that time because the full |og
did appear within the last few mnutes, and we were able to
track those nunbers down. So these are the UBT results from
the one-year patients. That equals 108, and broken down by-
-it goes back to the nunber of saying why was our success
rate for that group 94 percent. These were the exact
nunbers. W had understated the results for our results.
There were a significantly nore nunber of failures in the
group than we were aware of. So here is the nunbers on the
one-year data.
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In fact, what it says is that the results are
actually very good in these shorter-length uteri. You can
see at the bottom the 16 of 17 is the 94 percent. | thank
Dr. Downs for correcting us on our bad data. It nade us
| ook pretty bad, | think. Made ourselves | ook bad.

DR BLANCO Can you leave that up there for a
second | onger, please?

Thank you.

DR PERLMJUTTER But you don't have the three
cases of 4 centineters there.

DR PENDLEY: Laura Pendl ey, nanager of clinica
affairs at G/necare. Unfortunately, we were scranbling in
the back froma nunber of |istings and got a coupl e of
listings confused. |If you can renenber back earlier this
norni ng, we had a nunber--when we tal ked about patient
accountability, we started with 275 patients random zed into
the study. A nunber of those got treated; a nunber of those
were avail able at followup at six nonths and then now
finally 108 at one year in the prelimnary results.

Thi s norning when we were tal king about the 4
centineter length uteri, those cane froma listing of the
275 patients, the intent-to-treat group. So fromthat
group, you know, we don't have one-year data avail able for
all the patients. So just by chance, the 4 centineter
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uterus--the lady with the 4 centinmeter uterus either is not
eligible for one-year followup or is part of the 15 percent
that hasn't cone in yet fromthe prelimnary data.

In fact, actually, | do know fromone of ny
listings that one |ady, one UBT lady with a 4 centineter
length uterus at 6 nonths was a success.

DR MOCAL: Just to clarify, our confusion was
over | ooking at our own listings between the intent-to-treat
groups with FDA has recommended all patients that were
entered into the study. So if the patient never got to
treatnment, we would consider those failures. That's where
all those failures cane fromearly on. Sone of those
patients were never treated.

DR BLANCO Let ne ask the statisticians on the
panel, as you woul d expect froma normal distribution of the
collection of the patients, the patients trail off as you
get into the lower uterine lengths, so that there's only
three below 7 centinmeters. But the study was designed to
incorporate all the others.

Can you all address the issue of this tail? |
mean, should you cut off 95 percent confidence interval? 1Is
there any value, any reason for doing that? O if you
decided on--on entry into the study you deci ded on a range,
then you stick to that, and you anticipate that if your
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popul ation is nornmally distributed, at the ends of your
range you're likely to see a tail-off, and how do you dea
with that? Do you understand what |I'msaying? Over here,
one of you two guys?

DR DOMS: It's not clear to ne. You're
concerned that the nunbers are snall?

DR BLANCO Well, |I'mconcerned--1'mgoing back
to the issue of the nunbers in the small--in the far end of
t he range- -

DR DOMS: Then you wonder if that's sufficient
for you to say it's okay?

DR BLANCO R ght. Having entered into the study
where this was the range and havi ng--not surprisingly, when
you see one end of the range, having few patients be on one
extreme while nost of these patients would be nore in the
maddle. So does that clarify ny question for you a little
bit? It goes back again to--I don't want to salam-slice
their data, but | also don't want to--you know, would |ike
to not vote to let this | oose dowh to 4 centineters if we
really don't have sufficient data to say sonething.

DR DOMS: This looks a lot better than the
previous set of data, soit's alittle easier that way. And
what can | say? You can just say the data are limted in
t he | ower ranges.
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DR SHRK Again, we only have data here down to
6 centineters, so we've only dropped it a centineter. W
have not dropped it down to 4. So, | nean, you have no data
on 4 and 5 centinmeters. So | guess they can argue about
dropping it to 6, but bel ow there we have no dat a.

DR BLANCO Sol ved that problen? Ckay.

M5. DOMECUS: Just to clarify, we're tal ki ng about
as only a precaution statenent saying that there's no data.
VW're not tal king about limting the indications statenent.
Is that correct?

VA CES. Yes, right.

CHAI RVAN EG@I NTON Have we covered all this? W
tal ked about the time display. Nobody here understands why
the tinme doesn't display the time of the procedure. That's
troubl esone. Wat would be required to nmake the tine
di splay display the actual active therapy tinme? D. MColl?

DR MCOL: That woul d probably take a conpl ete
rewor ki ng of sone of the software, | woul d inagi ne, and
guess ny comment goes back to the original comrent that, you
know, how inportant is it to know exactly how much was
treated at 87 degrees if they were at 84 degrees for sone of
that pre-treatnent tine or not? Here, again, | go back to
this, is this a safety issue you' re concerned about? The
maxi numthat the themcould be is 12 mnutes at this point,
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as we nentioned to your coonment earlier before. There is an
audi bl e beep in the treatnment that imedi ately notifies the
physi ci an of when the tinme for treatnent does start. $So
soneone certainly can subtract back out, and that's, in
fact, what we did throughout our study to determne how | ong
the exact treatnent tine of 87 mnutes [sic] was included
because we did record pre-treatnent times in our studies.

| guess ny answer, froma conpany standpoint, it's
a pretty significant change to a device, and | woul d
certainly want to nake sure that there's sone rationale for
it.

CHAl RVAN EGLINTON: Dr. Perlnutter?

DR PERLMJUTTER I'mjust thinking of
docunentation issues and putting down that it took X nunber
of seconds--you say the average is 45 seconds--docunenti ng
inny record that it took 45 seconds to heat the device and
we treated then for the full 8 m nutes.

DR MCAL: | could clarify that very easily. A
the end of the treatnment, it says 8 mnutes and 45 seconds
on the controller. That's an 8-mnute treatnent, and that's
a 45-second therapy. It would be very easy to docunent that
W thout a problem | think

CHAl RVAN EGLI NTON: Does that tinme stay on the
digital readout?
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DR MOQOOLL: Yes.

CHAl RVAN EGLI NTON: And so the power shuts down,
or the heat shuts down, and 8 mnutes and 45 seconds is |eft
on the digital readout?

DR MCAL: Rght, and we would record those, in
fact, in the study on each individual patient so we had a
sense of how long different pre-treatnent tines--pre-
treatnent therapy tinmes were, the warmng-up periods.

CHAI RVAN EGLI NTON:  And there's enough fail-safe
in the systemthat it just cannot go on for nore than 12
mnutes? | nean, it unplugs itself fromthe wall or
sonmething, it just can't happen?

DR MOCOALL: Yes.

[ Laught er. ]

CHAI RVAN EGLI NTON: Havi ng been a user of
M crosoft Wndows Version 1.0, 2.0, 2.1, et cetera, et
cetera, I'malways a little bit shaky on software.

Dr. Harvey, are we okay with this other list?

So were we to be involved in post--okay, training.
VW have to tal k about training. Based on your review of the
efficacy and safety, do you feel that a training programis
necessary to instruct in the use of UBT? If so, is
Gynecare' s proposed physician training program adequate to

M LLER REPCRTI NG COVPANY, | NC.
507 C Street, NE
Washi ngton, D.C 20002
(202) 546- 6666




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

226

address user-specific safety and effecti veness concerns?

I'd Iike to suggest that the training is
i nadequat e unl ess the practitioner is supervised doing the
procedure, has to see one and do one under supervi sion,
arbitrarily. Any discussion? D. MColl?

DR MCAL: GCould |l have you clarify how you
woul d |ike that stated again?

CHAl RVAN EGLINTON As a part of the training, to
conplete the training, the provider has to see the procedure
perfornmed properly and has to performthe procedure properly
under supervi si on.

DR MCOLL: This sounds like it's credentialing
that we're tal king about here, and I"'mnot--is that what
you' re discussing at this point?

CHAl RVAN EGLI NTON Hard to say. | don't know
How was it done with Norplant? Something simlar to that.

DR PERLMJUTTER  Norplant, we actually got hands-
on training. Anybody who got the device had hands-on
trai ning, because | was one of the trainers.

CHAl RVAN EGLINTON R ght. That's what 1'm
tal king about, sonething like that. And I don't know how
that was handl ed. Maybe it is--

DR PERLMJUTTER But |I'mnot sure this is the sane
as Norplant, and 1'd like to hear fromthe physicians that
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did this as to how nuch training you think--1 nean, just
fromthe little that | see this, | don't see this too nuch
different than sonme of the stuff I'malready doing. 1'd be

nore concer ned about | oadi ng--not | oading the balloon, but
getting the air bubbles out of the balloon with that 2 cc
initially nmore than the actual procedure itself. So let ne
hear fromyou as to how nuch training you think we need.

DR SPIRTGCs: Fromny own personal experience,
had the training of having the controller and the ball oon
t herapy explained to me and denonstrated on a nodel, that
is, aplastic nodel. | then went through the procedure
nyself in terns of primng the balloon, inserting it,
blowng it up, having it all explained to ne.

The first tinme | faced ny first patient in the
operating room | did the procedure. | didn't have the

| uxury of seeing soneone else do it. And it was extrenely

easy. | renenbered what | had learned. | reviewed all of
the user information before. | had a nurse there to assi st
nme. | didit. W went right through it, and this was a

patient with a paracervical block and no other anesthesia
because that's what she wanted done.

It's very user-friendly. 1'mnot sure that you
woul d gain a | ot by watching sonebody insert it and stand
there for 8 mnutes, waiting for it to heat up, and then
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watch themdeflate it. Just |ike doing a suction and
curettage, it's only when the residents actually do the
suction that they get a feel for the inside of the uterus
and they know whether they're at the top and they know

whet her they've got it positioned correctly. No matter how
many tines | tell them they still have to learn it on their
own.

So | think that the type of training that I had in
terns of the background informati on on the eval uation of
nmenor r hagi a, going over the basics of the controller and
equi prent, how to assenble it, howto turnit on, howto
prine it, howit heats, |earning about the safety of it, and
then using it with the assistance of a nurse who understands
the machine, was really all that it would take.

DR PERLMJUTTER Wat do you think about a good
video to do this? Do you think it could be done with a
vi deo?

DR SPIRTCS: Yes, and | believe that that is part
of what the training programincludes at one part of it.

CHAl RVAN EGLI NTON But, Tanya, |I'mnot talking
about you. I'mtalking about all the other people who are
going to use this. There are a |ot of other people who are
going to use this, and sone of those peopl e have not done
hyst er oscopy, have not done a thousand D& s. You know who
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' mtal ki ng about.

DR SHRK Do you think a PA could do this that
easi |l y?

DR SPIRTGS: | had an excellent nurse
practitioner. Excellent. No, it depends. | nean, we can't
m cromanage what's going to be done in the community. Al
we can hope is that when we've got these devices that have a
| ot of usefulness to the popul ation, that people are going
to be evaluated properly and that the nachine's going to be
used properly and that we're going to get the effect and the
safety that we are seeing here today.

| think there's a lot of skills in many things,
whether it's putting in an IUD or putting in a Norplant or
taking out a Norplant, there's always going to be people who
are- - physi ci ans who are on the upper and | ower part of the
bel I curve.

DR BLANCO Well, | think the problem though, is
that we do need to address the issue of who this is going to
be put in by. And | agree with you. If you're trying to
teach an CB-GYN who's done sone D&C s and dil atation of the
cervix, who've put in IUds and has put things inside the
uterine cavity, | think basically you need to teach this
i ndi vi dual how you put the machine together, all your
different techni ques, and how you do it.
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But if it's also going to be available for use by
peopl e who haven't had that kind of experience, | think that
presents a different problem | think you ve got a |ot of
i ssues of perforation and a | ot of issues that they m ght
not be as famliar with in terns of putting things inside
the uterus. | think sonmebody who's put in | UDs probably,
you know, has a big leg up on this kind of procedure because
t hey' ve been doing this kind of thing.

So | think the issue for ne on what kind of
training i s needed depends on who's going to be putting
these in. If it's going to be people who do intrauterine
procedures all the time and put in IUDs and do this kind of
thing, the level of training that's required of those
probably has to do nore with famliarity with the machine.
If they're ained at soneone who's never put anything inside
a uterus, then | think you need a | ot nore than what you' ve
got on this report.

DR SPIRTGCs: Well, | don't think that this device
is geared for people who haven't put anything inside the
uterus. First of all, we're tal king about the eval uation of
excessive bleeding. W're tal king about whether it's this
year toy of sonography or next year's fanmous way of
eval uating the endonetrial cavity. It has to be eval uated.
The patients have to be foll owned.
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So the usual people who don't | ook at the uterus
and don't put anything into the uterus are not going to be
t he peopl e who are | ooking to use this device and fol | ow
their patients. So | think that it's--it will nost likely
be used in outpatient surgery centers to start wth.

DR BLANCO The problemis, what | don't like is
"the nost likely." You know? | nean, that opens it up to a
lot of folks. And while what you' re saying is true, that
doesn't say is it going to be physicians, is it going to be
physi ci ans who pass the patient off for this procedure to
PAs or nurse practitioners, and what's their training going
to be, and what kind of physician? That's ny concern.

DR STEEGE: John Steege. | can basically sinply
say ditto to the previous comments. | share your concerns
about the practitioner who has never passed anything into
the uterus. That person first needs to be trained howto
take an endonetrial biopsy before you do anything like this.
| absolutely agree.

For those who have gone down that road and at
| east know what the feel of a sound is as it feels the
uterine fundus, then this procedure--you know, it's not a
no-brainer, but it's a snmall-brainer. GCkay?

| do share your concern that if people have never
bef ore negotiated the cavity of the uterus that they should
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learn this procedure in the sane way that we woul d teach
them how to do endonetrial biopsies or any ot her

intrauterine entry.

DR BLANCO Wll, | totally agree with you, and
that's the issue for ne. | don't think you ve got a one-
size-fits-all situation here. | think you nay need to

tailor your education to who your audience is.

DR CHATMAN  Who is the audi ence?

CHAI RVAN EGLINTON  Dr. Yin?

DR YIN I1'dlike to introduce Dr. Ben Schultz,
and he would like to nake a recommendati on.

DR SCHWTZ: | think one option for you--and I
think the points that are being nmade here are extrenely
valid as to who is the audi ence and who are the peopl e that
are going to be doing this procedure. And if you notice, in
the label on the first page, where it tal ks about caution,
Federal law restricts this device to sale by or on the order
of a physician, we have the option of expanding that and
restricting this device, or any device, for that matter, to
not only physicians but physicians who are trained or
experienced in the use of a particular type of device and in
t he managenent of a particular type of condition.

Certainly, you know, based on your
recomendati ons, we could certainly work with the conpany
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and devel op sone wording there that woul d address sone of
t hose concerns, and that mght nmake the issue of training a
little bit easier for you.

CHAI RVAN EGLINTON  Dr. MCol | ?

DR MCOAL: Fromthe conpany's side, we certainly
were--as | mentioned earlier, we're very interested in
maki ng sure the appropriate patients are selected for this
procedure and, in fact, have put together a very
conprehensi ve programto train our new users howto use this
device. W' ve supplied that information to the FDA
I ncluded there's a long list of the content of the training
docunents. That woul d be part of training package that we
put into--1 guess the enphasis I'mjust trying to enphasize
here is, as our clinicians have said, that the use of this
device and the ability to use this device is not the issue
we're tal king about here because the device is generally
very sinple and easy to train soneone how to use and the
directions for use of the device.

What we're discussing here is the appropriate
selections of patients, and that's what patient labeling is
about. The labeling should list init what are the
appropriate patients to be using on this device, and it
shoul d be very clear and laid out, and that's what we've
spent quite a bit of tine here discussing.
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M/ point is that we as a conpany are certainly
very commtted to training the individuals with the materia
that we've put together, very conprehensive material. What
|''mvery concerned about is getting into an area that's
already controlled by hospitals and other areas, which is
essentially credentialing, howto use a particul ar procedure
by limting the nunber of tines the person has used the
devi ce before the device would be sold to that person.

| guess what I'mtrying to understand here is
we're walking into an area that's nore into the practice of
nmedicine than it is necessarily in the |abeling of what are
the appropriate patients to be selected for this procedure.

CHAl RVAN EGLI NTON: Dr. Chat man?

DR CHATMAN | just want to repeat ny question.
Wio is the audi ence Gynecare is targeting? Gynecol ogi sts?
General practitioners? | nean, who--

DR MCOLL: There's no question in our mnd that
t he gynecol ogi sts are where this procedure belongs. That's
what we've been--all along froma conpany standpoint, that's
what we've been aimng at. O course, people are going to--
"Il stop it there, | guess, at this point. You can
specul ate all you want, but that's what we as a conpany are
aimng at.

CHAl RVAN EGLINTON:. Dr. Shirk, how do you feel
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about training?

DR SHRK Again, | guess the question of
audi ence cones up. | agree that we can't get into the realm
of credentialing. W talked earlier about getting into the
real mof patient care, and so that | think that, again, the
issue of credentialing is certainly probably not in our
donmai n.

| think that certainly setting up adequate
training prograns is essential and that there needs to be
sone hands-on training in this situation, at |least froma
nodel standpoint if not, you know, a patient standpoint.
But, you know, | don't know how we dictate that or what the
rules are fromthe FDA standpoint about doing that.

CHAl RVAN EGLINTON Can | ask the conpany, for the
clinicians who did the study, did the studies, did the
procedures, how was that set up for showi ng themhow to use
t he equi pnent and doing the first procedure? D d everybody
doit blind, as Dr. Spirtos did, so to speak? How did that
wor k?

DR LOFFER | obviously needed a little nore
hel p. | had the opportunity to watch George Vilos do
several cases in Canada, and then it was brought to ny
operating room | knew the theory behind it and proceeded
with doing it nyself.
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It's an incredibly sinple procedure. | share with
sone of the concern that it will fall into the hands of
peopl e who don't do a good job in working up the patient. |
al so agree that you can't credential it. That's done on a
| ocal basis.

You know, the thought occurred to ne, inreality--
and I'mnot suggesting that the FDA shoul d do anythi ng but
protect patients and not give business to the trial
attorneys, but there is a fail-safe mechani smout there.

You get the yo-yos that are going to blowit. They' re going
to get called on the carpet. That's not to the conpany's
advantage, and | don't think they want it to go that way. |
think they want to do it this way, and fromny vantage
point, I had less than this and didn't feel that | was
undertrai ned.

CHAl RVAN EGLINTON: | think you can appreciate
what we're all tal king about here. |If there start to appear
maj or conplications with this procedure, the provider's
going to get sued; the surgical center is going to get sued;
the conpany's going to get sued. And the question is going
to be: Wat kind of training did you provide? Wat kind of
training did you have, Doctor, before you did this
procedure? And then we're kind of struggling with how do
you address that to protect patients.
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DR BLANCO Well, | think the issue--1 nean,

we're not getting into credentialing and any of that. |
think the issue is--yes, | would agree, |I'msure it was easy
for you. 1've worked in the intrauterine environment. It
woul d probably be pretty easy for me. But | think that I
i ke the concept that there shoul d be sone statenent that
use of this device should be restricted to physicians who
have sone know edge of intrauterine--let nme think for a
second. M/ nouth started before ny brain kicked in here.
But it should be restricted to physicians famliar with the
introduction of surgical instrunents into the intrauterine
cavity. Because | agree. | think it's what you and | both
said. For nost fol ks who do D&Cs, who have put sounds in
the uterus, this is not going to be rmuch nore than
famliarizing yourself with how the controller works and the
catheter and the feel of the catheter going in. But
sonebody who's never put a catheter inside a uterus, quite
frankly, | don't think you guys want that person out there
putting these things in because you re going to get the
| awers comng after you

So | think a statenent to the effect that--worded
better than |'ve conme up with, sonething that the use of
this device should be restricted to physicians famliar wth
i ntroducing surgical objects into the intrauterine cavity,
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sonmething to that effect, would actually be protected.
Maybe you have that in there.

CHAl RVAN EGLI NTON: Dr. Loffer?

DR LOFFER  The first itemunder warnings,
"Failure to heed any warnings or precautions could result in
serious patient injury.” Bullet 1: "Endonetrial ablation
procedures using the ThermaChoi ce UBT system shoul d be
performed only by nedi cal professionals having adequate
training and famliarity with the technique.” That's the
very first warning that we have in there.

DR BLANCO But that's not quite it because what
happens if a famly nedicine or internal--1"mgoing to
i ncl ude everybody, okay?--cones to your sem nar and goes
t hrough your process of training, which is putting one of
these things inside a plastic uterus, and he says, "Hey,
guys, | went to your training. | got trained."

You see, your wording would allow that to be an
acceptabl e individual to do that and | woul d counter that
that's not who you want. | mean, you want sonebody who's
put a few sounds into the uterus beforehand. Do you see
what |' m sayi ng?

DR EGINTON  Dr. Loffer, do you think that if a
primary care physician or a nurse-practitioner has adequate
training and experience to sound the uterus and do a
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Pipelle, that person is fully capable of doing this, that
this isn't any nore conplicated than that? They should be
all right?

DR LOFFER It is certainly nore conplicated but
not much nore conplicated. |'mnot suggesting w th that
mninmal training they ought to be doing it but it's very
little nore than that, in reality.

DR MCAL: MColl again. | just want to al so
enphasi ze that that warning, first of all, it was listed in
a warning, obviously a very significant part of the
labeling. In addition, it follows up by saying that we
shoul d consult the nedical literature relative to various
endonetrial ablation techni ques, indications,
contrai ndi cations.

| think ny point as a conpany, | think we're very
sensitive to what's been nentioned here. For the success of
this device and froma conpany's standpoint it's very
inmportant that the appropriate patients are treated. In the
long termit's not good for the conpany to have the wong
individuals using this device and that's why we have put
toget her extensive training prograns. VW believe naking
sure this device is in the adequate hands of the right
person is very inportant to us as a conpany for the |ong-
term success of any product, and bad publicity early on or
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any tine during a product's use can be devastating to the
product itself.

So it's truly in the best interest of this conpany
to nake sure that this device is used in the right hands.

' mjust concerned about getting into areas outside of where
we have been al r eady.

DR EGQ@INION So is there any enthusiasmon the
panel for going beyond the training program as outlined by
t he conpany, for exanple, as | suggested, see one, do it?

Is it okay just the way it is, the way the conpany has it
listed?

DR BLANCO Wll, no, I've got to create trouble.
| still believe that it needs to be nore specific. Wiether
they want to put a proviso in that people who enter their
training programneed to have sone famliarity with howto
introduce instrunent into the uterus or whether they would
like to do it as part of the warnings, | think it for
medi cal -1 egal purposes and to allow them for their benefit,
it needs to be sonepl ace that you need to have sone
famliarity with putting things inside the uterus before you
ought to be doing things with this device.

DR CHATMAN | think | agree with Dr. Blanco. |
think that in order to protect the wonmen that we serve, in
order to protect the FDA, in order to protect the conpany
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and in order to let the lawers starve a little bit we ought
to be sure that the people who are trai ned have sone
i nformation about how to go about assessing the uterine
cavity, assessing the uterus and assessing the pelvis
itself.

In addition, of course, this experience--lI guess
Dr. Loffer can speak to this better than anybody el se here--
the experience that the people in the WK had using the
resection techniques and the original endonetrial ablative
t echni ques and the kinds of results that occurred when the
general practitioners got hold of those instrunments--1 mnean,
we probably won't repeat that kind of thing here with this
but | think it's potentially a disaster

DR BLANCO But | don't think the issue is
whet her the general practitioner--1 think anybody that gets
appropriately trained could do this and the issue is what is
appropriate training? It could be a nurse practitioner or a
PA. It could be a fam |y medi ci ne doc, an internal nedicine
doc. |If sonebody knows their way inside the uterine cavity
and they becone famliar with this process, that's sonebody
who coul d be safe doing this.

So that's the issue we need to address. |'m not
trying to limt, by specialty or credential anybody or do
anything but | think the requirenent is famliarity with
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putting things inside the uterus. It's a blind procedure.
You' ve got to know how far that sound goes. You go from
there. |I'mnot tryingtolimt it to gyns or anybody el se
but | think that requirenment has to be there.

DR EGINTON  Dr. Yin, do you think the FDA has
enough words here that you can work on this with the
conpany?

DR YIN Yes, | think we can. [|f any one of you
would like to be on the commttee, we will be nore than gl ad
to share the wording with you because we did require quite a
fewtraining programbefore. So this is absolutely not new
tous. Wually we are very fair to all sides.

But first of all, what we need to do is to read
over the training programone nore tinme to see what's the
true concern.

DR EGQINTON Dr. MColl?

DR MOCOL: | guess just to address Dr. Blanco's
question, | don't think we as a conpany woul d be opposed to
amendi ng the proposed | abeling here to do what you' ve said,
that famliarity with the technique of placing instrunments
inside the uterus. | think that's certainly a reasonabl e
thing. W certainly wouldn't want people using this device
until they are famliar with being inside the uterus and I
don't think we, as a conpany, woul d be opposed to doi ng
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t hat .

DR EGINTON  Ckay. Wat we'll do here, and
we're getting close to the end; at the end the bottomline
is probably going to be that we will have a subcommttee of
the panel, interested nenbers who will work with the FDA on
editing an agreenment between the conpany and the FDA as we
kind of flesh out sonme of these issues. Al this is on
tape. It'll enbarrass all the rest of us for tine
imrenorial. So this can be worked out with nore editing.

DR MCOL: Can | just get confirmation fromthe
panel that we're not tal king about credentialing here but
we're tal king about |abeling, which | think is really
critical. | think we need direction to nmake sure that we're
not tal king about necessarily credentialing but we put it
into the wording of the |abeling docunent.

DR BLANCO I'mnot interested in credentialing
what soever but | can't believe that when they were putting
the 1UD together, in their training for new peopl e who were
going to put in an IUD, the only requirenment was that they
put it into one plastic uterus under supervision. | nean, |
have to believe that sonebody said you do that a coupl e of
tinmes and then the first one you do on a human, sonebody's
going to watch you or you' re going to have sone famliarity
with what you' re putting inside the uterus.
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| guess that's what I'msaying. I'mnot trying to
credential anybody.

DR CHATMAN  You can't credential anyway.
Oredentialing is done at the |ocal |evel, the individua
hospital level. So you can't even certify.

DR BLANCO Wiat you said would be fine with ne.

DR SH RK The question would be basically if a
physician calls you up and says | want to order four of
these and he has no history with you as far as training, do
you sell these to himor do you not? | nean, does he have
the right to buy themor does he not have the right to buy
then? Coviously credentialing in a private physician's
office is out of everybody's hands.

That woul d be ny only question and | guess
probabl y maybe not even under your control. Do you have to
sell to sonebody who's not had any contact with your
trai ning prograns?

DR EG@INION Ckay. W need to tal k about post-
mar ket study. Under current FDA gui dance, the patients are
scheduled to be followed for a total of three years. W' ve
al ready had about 85 percent of themthat have cone through
one year. W've got two years post-narket.

Is this plan adequate? |Is this acceptable?

DR BLANCO | guess, since you're |ooking for
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sonebody to say sonething, I'll be the usual patsy. | think
a total of three years followup on patients for this kind
of thing would be sufficient. | think that's what they're
tal ki ng about, and see whether there's any conplications
that haven't conme to light. | think other than know ng a
little bit nore about how many of these folks will go back
to bleeding, it doesn't sound |ike we'll probably get too
much nore el se, but it would be worthwhile to know that you
can counsel the patient about what's the rate.

DR EGINTON  Dr. Shirk?

DR SH RK The question is obviously howlong is

| ong enough? There's certainly sonme data com ng out of

Canada and Geat Britain that there's still a fall-off at
five or six years, that there's still a significant fall-
off. And it would certainly be, | guess, interesting to

| ook at the procedure and its efficacy at those tinme frames.

Again, it cones down to a question of howlong is
too long? But certainly five years may be a nore rationa
answer than three years.

M5. DOMECUS: | think the five years is probably
an unreasonabl e burden to put on the manufacturer. And
three years, it would be doing quite a good job to follow up
these patients with a significant retention percentage to
address the | ong-termi ssues.
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DR EQ@INTON  Dr. Yin.

DR YIN 1'd suggest that we will followthe
three years and when the three years is up we wll |ook at
the data and then reevaluate if we need to continue our
monitoring. Wuld that make sense to all of you?

DR EGINTON  Any ot her comment ?

DR YIN | have a question for Dr. Shirk. In
your review, under |abeling, you did ask a question. Was
that addressed, on page 5 of your review, under |abeling?

D d we address that question for you al ready?

DR SHRK | guess ny question was basically in
the infornmation to the physician is basically a question
about debuggi ng the equi pnent in the operating room |f you
undergo a failure or the machi ne shuts down during the
procedure, what's an outline step of what the physician
should do to figure out what went wong, whether there was
equi prent failure, whether there was a perforation; if there
was equi pnent failure, what things need to be |ooked at to
find howto get the machine in an operabl e state? Because
certainly nost of our crews and nost physicians are not
going to have the technical ability to debug a probl em

DR PENDLEY: Laura Pendley with Gynecare.

O course, that's a pretty global question, to go
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through all the scenarios that possibly could happen but | et
nme answer just a few things.

Nunber one, there's a user's card under the device
that just gives abbreviated instructions of use. O course,
that's not instead of the package insert and instruction
manual and video and everything else but it is there as a
rem nder.

Secondly, the device itself, in the whol e real mof
alerts and hazards and so forth, there are visual pronpts on
the controller that |eads the operator through sone
troubl eshooting steps or just stops the procedure
al t oget her.

In terns of you did nmention one particul ar case of
uterine perforation or possible uterine perforation, in that
scenario treatnment pressure of 160 mllinmeters of pressure
woul d not be reached with the maxi mnum vol ume of 30 cc's.

And in that instance, the operator has al ready been
instructed to withdraw the catheter, the fluid, and check
for either A, a balloon | eakage or B, a uterine perforation

Does that answer your question?

DR EGQ.INTON Wat happens if sonebody pushes the
button for "go" before the balloon has been inserted?

DR PENDLEY: You woul dn't have adequate pressure
for the heater to activate itself.
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DR EQINTON O beforeit's fully inserted. Do
you push "off" and start over?

DR PENDLEY: Not hi ng woul d happen.

DR EGINTON  But now you're in the operating
room you're scrubbed. The balloon is hangi ng down between
your legs; it's fully inflated. Wat do you do now? The
patient is asleep. Wuat do you do now?

DR PENDLEY: Again if you have the balloon with
what ever volune in it but it's not within the uterine
cavity, you're not going to be under pressure. The ball oon
itself, against atnosphere, won't--

DR EG@INION R ght, but now you' re eating up
anesthesia tinme. Wat do you do? How do you proceed and do
your procedure?

DR PENDLEY: You would withdraw the fluid and at
that point it would be a primed catheter. Go ahead and
insert it into the uterus and proceed.

DR EGINTON But the machine is already--the
button's already been pushed for "go." |Is there a reset?
See, we're talking about real-life scenarios. |If it's
possible to screwit up in the operating room it's going to
be screwed up. That's what Dr. Shirk is tal king about .

DR PENDLEY: Not hi ng woul d happen.

DR EGQINTON Wat do you do to start over?
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DR PENDLEY: There would be no need to reset at
that point. It wouldn't activate the heater; nor would it
de-activate your ability--

DR EGLINTON It doesn't start the tinmer if the
pressure isn't--

DR PENDLEY: MNo, that's correct.

DR EG.INTON  So not hing happens if you push "go"
and it's not appropriate to go?

DR PENDLEY: At that point the pronpts are
telling you to go through the primng process.

DR SHRK Wat I'msaying is it wuld be nice to
have a little sheet for the CR that goes through all this.
| mean, you described to ne several--two or three different
things that, partly in the nmachine and partly underneath the
machi ne and basically there ought to be sone kind of a
user's thing that basically tells the user, you know, all
the steps that they should go through, even if the machi ne
is pronpting themto do things. | nean, anybody who's
worked in an CR knows that things that are obvi ous don't
becone obvious to a | ot of the people.

DR EGINTON  Dr. MCol | ?

DR MCAL: | think we fully appreciate, Dr.
Shirk, your concerns and we have been trying to work as nany
of our users at this tinme to inprove the usability of the
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devi ce, including snall cue cards, those that are taped on
top of the box, error-code little cards. W' ve been doi ng
all sorts of things that would directly address these and we
woul d be very open to any ot her recomendati ons you m ght
have that woul d make it easier.

The best input typically comes fromthe people
t hat have been using the device routinely because those are
the ones that can give you the best direction on what's
real ly necessary.

DR SHRK Yes, but it's the people that get it
in the OR and basically haven't been using it routinely,
it's newto them or that you keep changi ng CR crews every
time you do the procedure so that you never see the sane CR
crew, the nurses are not used to the equi pnent, have no
famliarity with the equi pnent. You're naking an assunption
that once a crew figures out what's going on, but what if
you don't get the sanme crew all the tine? | nean, there's a
| ot of places that obviously if you see the same people on
two procedures, you're |ucky.

So what |'mtrying to say is that all of us are
saying basically to put together sone kind of a flow sheet
that goes with this thing that's on the nachi ne, on the box,
that basically outlines a debuggi ng process.

DR MCAL: And we're in full agreenent with you
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DR EGQ@INION Are there any other issues of
safety or effectiveness, item 12?

DR BLANCO D d any response ever cone of the
bubbl e i ssue? Renenber you asked about bubbles, if there
were any bubbles, way earlier in the norning? D d they
ever - -

DR NEUVANN | think I asked about that and I
think the FDA is going to ook into it.

DR BLANCO  Ckay.

DR EGINTON  Ckay. And we were past anot her
contraindication that I don't think we've discussed earlier,
which would be an IUD in situ. Does that cause any
heartburn just to list that, to add that as a
contraindication, 1UDin situ?

DR PERLMJUTTER I'mparticul arly concerned about
the 1UDs with copper. | work in a Chinese community health
center where we still see stainless steel IUDs and | can
think of people using this w thout taking them out.

DR EGINTON Al right. W seemto have reached
the bottomof our |ist of discussion questions. Dr.
Perl mutter, did you have anything to offer, perhaps
sonmet hing that you had offered earlier in the day and then
W t hdr ew?

DR PERLMJUTTER | would like to propose a notion
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that we approve this with nodifications, as we've al ready
outlined them

DR BLANCO  Second.

DR PERLMJUTTER Do we have to list each one?

DR EQ@INTON | don't think we're capabl e of
l[isting them | nean, they're on film

DR PERLMJUTTER Well, can we do this with
nodi fi cations of the patient brochure?

DR EQ@INTON M. Pollard cones to the podiumto
rescue us fromthis quagmre.

MR POLLARD: | was going to offer you sone
suggestions for listing the conditions without going into
graphic detail. As | heard it, and the panel will have to
correct me if I"'mwong, there were nodifications to the
patient |abeling, there were nodifications to the
professional labeling and, as Dr. Yin pointed out, we're
going to make a small group of the panel work with us--I
mean ask a small group of the panel to work with us to deal
with the conpany, to make those fixes. W would obviously
use the transcripts, as well as our notes, to do that.

There is the issue of the remaining 15 percent of
the patients to add to the one-year followup data. And
there was the issue of the two-year followup in the post-
mar ket setting. Those were the four issues that the panel
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di scussed.

M. Mirray brought up one residual software
question that we felt we could work with the conpany to
resolve. And there was the question of the air bubble issue
that we agreed that FDA would work with the firmon.

So those are six conditions.

DR PERLMJUTTER 1've got five. Wiat was the
sixth? 1've got patient |abeling, the physician |abeling,

i ncl udi ng devel opi ng a subgroup, the followup data, the
two-year foll ow up--

MR PCLLARD. The software issue.

DR PERLMJUTTER The software, okay, and the air
bubbl e.

M5. DOMVECUS: Wiat's the two-year foll ow up issue?

MR PQOLLARD: W have one year follow up data
within the PVA before approval and the conpany woul d agree
to follow those sane patients an additional two years post-
nmar ket .

DR PERLMJUTTER And we have the 85 percent in
that 15 percent that we need to follow up on. There were
two foll ow up issues.

M5. DOMECUS: |'mnot sure where we left the
indications statenment, though. D d we finalize howthat's
supposed to be worded?
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DR EGQ@INTON That was part of the physician, the
prof essional |abeling, to expand that statenent slightly.

DR YIN Just to add the word pre--

M5. DOMECUS: Prenenopausal, yes, but | think
there was sone di scussi on about excessive uterine bl eeding
and I'mnot sure we |left that.

DR EGINTON R ght, without getting into
credentialing, without getting into listing of the work-up
but just a slight expansion of that.

DR PERLMJUTTER I'll see if | can do this. |
would li ke to propose a notion that we approve this PVA with
the follow ng nodifications--under the follow ng conditions,
that the patient |abeling be reworked, that the physician
| abel i ng be reworked, including devel oping a panel to work
with the FDA and the conpany to do the | abeling changes,
that we get further followup data fromthe 85 percent of
the 100 percent of the wonen at the one-year foll owup, that
we do conpl ete two-year followup, that we resolve the issue
of air bubbles within the systemand that we resol ve the
sof tware i ssues.

DR ECGINION Is there a second?

DR SHRK  Second.

DR EG.INTON  Any di scussion?

Ckay, those in favor of the notion as stated,
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rai se your hands.

Qpposed voti ng nenbers?

So the notion carries.

DR PERLMJUTTER W have an abstention.

DR EA@QINTON Oh, Dr. Chatman is a voting nmenber.
Sorry, one abstention, sorry.

Now we survey each of the menbers, beginning with
Dr. Blanco, as to why you voted the way you did.

DR BLANCO | voted in favor because | think they
provi ded sufficient evidence to show safety and efficacy. |
voted for the conditions because | think it needs to be
clarified as to which wonen this should be utilized on and
how it shoul d be processed and what physicians shoul d be--
what training is required to use the device and that they
needed to neet sone of the conditions.

DR EGINTON  Dr. Chat nan?

DR CHATMAN | abstained because I'mnot quite
sure that we listed all the conditions that we've di scussed
today that need to be reviewed before the final approval is
given to the device. |I'msatisfied that the device is safe
and efficacious but there are sone conditions that | think
we have not outli ned.

DR EGQINTON Dr. Shirk?

DR SHRK | voted for it because | believe in
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endonetrial ablation as a procedure. | think they' ve
denonstrated that it is safe and effective. | think there
are sone significant questions still related to the |abeling
and end use situations but in general, | think that the
device will prove to be a benefit to nost wonen in this
country.

DR DOMS: | voted for the device because |
thought it was safe and effective and | want to add that |
especially liked the way this study was desi gned and
executed. | thought the wite-up was clear and
strai ght forward.

DR PERLMJUTTER | voted for this proposal because
| do because that this device is safe and effective. The
nodi fications are there because | feel that it's inportant
that we have proper labeling and that this be fine-tuned.
And | nust agree with Dr. Downs that this is one of the
ni cest protocols that | have ever read and | did serve on
this panel before. So it was a pleasure to read it and |
want to thank the conpany.

DR EGQ@INTON  Dr. Neumann?

DR NEUVANN  |I'mnot going to repeat nyself but
yes to everything that was said before. | think one
addi tional comrent is that it appears as though the conpany
is nore than cooperative and willing to work with the FDA in
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terns of working out these conditions and | just encourage
both sides to hurry up and get it done.

DR EGINTON  Thank you. | would like to echo
the congratulations to the sponsor. | think you ve done a
very nice job in putting this study together, designing it,
working with the FDA, working through it and presenting it,
especially. Thank you very much for a very professiona
presentati on.

|'d like to thank the FDA reviewers, as well.
This was al nost ny last neeting. | have one nore. 1've
been here for nine years now and | think the FDA
presentations get better every neeting and it really mnakes
the work of the panel nuch easier.

Dr. Yin?

DR YIN | have two questions. One is for Dr.
Chatman. Can you list the part that's mssing so we don't
feel |ike we have fail ed you?

DR CHATMAN | wish | could. Sone of the itens
in labeling are a major concern to ne, that we have not
specified as a condition of approval that | think we need to
spell out.

In addition, there were other conditions that we
did not--and | think Dr. Perlmutter's notion sort of cane
real fast and probably m ght have m ssed sone things that we
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di scussed during the day. |'mnot sure.

DR YIN Ckay. And the second thing is should
you suggest the panel nenbers to us?

DR EGINITON | was going to ask if Dr. Chatnan
could work, and just to nmake sure that we get your input, to
do the things that we need?

DR CHATMAN If | change ny vote, woul d--

[ Laught er. ]

DR YIN Too |ate.

DR ECGLINTON As well as Dr. Perlnutter al nost

vol unt eer ed.

DR PERLMJUTTER | think | got vol unteered.
DR EGQGINITON  Dr. Shirk, could you help, as well?
DR SHRK  Yes.

DR EGINTON And we'd really like to have D ony
Young participate, as well, to nake sure we have the patient
brochure tightened up.

Anyone el se who'd like to participate, as well, to
hel p make sure this gets snoot hed out?

DR YIN Just renenber, we expect response the
next day.

DR EGINTON M. Pollard?

MR PQLLARD. | just wanted to assure Dr. Chatnan
there were an awful ot of comrents about the |abeling and |
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think when Dr. Perlnmutter was saying subject to naking
changes to the labeling, the professional |abeling and the
patient | abeling, we intended to carefully go over the
transcripts and the notes of the people involved here to
make sure we covered all those aspects, and we'll do that
w th you.

DR YIN | have the last say. | do want to thank
t he panel very, very nmuch and especially Dr. Eglinton. And
when he says "yo-yo," he does not nean that. That's his
endearnent type of addressing it. |If he really doesn't |ike
you, he will not call you "yo-yo." So we've been called
"yo-yo" many tines. W know he |ikes us because he's been
here with us for nine years. So renenber, that's his
endear ment not e.

And | do want to thank the conpany for doing a
very good job, also.

Thank you, and especially ny ow reviewers. They
have done nme wonders again. Thank you.

M5. ELI SA HARVEY: W can adjourn the neeting.
The panel will reconvene tonorrow at 8: 30.

[ Wier eupon, at 4:35 p.m, the nmeeting was

adj our ned. ]
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